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for treating cancer and other angiogenic diseases. Advantageous 
immur.cconjujate and prodrug compositions and methods using the new 
VP, G F - spec 1 f i c antibodies are also provided. 
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pharmacologically active agents (e.g., NSAIDs). Invention conjugates 
provide a new class of pharmacologically active agents (e.g., 
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side -effects due to the protective effects imparted by modifying the 
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Compounds, useful as protease inhibitors, of the formula (1): where: Ar 
is a rin^ or 

ring system, for example a benren^ ring, and may be substituted by one 
or more moieties 

in addition to X and L J ; X is a functional group which is a 
hyd ro gen -bond acceptor , 

e.g. a nii.ro or boronute group BY- -sp> b : / sp -Y<sp: -2o / sp - ; L is a linker, 
mo s t 

preferably ( CROsp >5- / sp>R-: sp< : -6<:/sp> 0 - S- ; J is a moiety containing a 
basic. 

nitrogen atom but nor: containing an amino a: id residue, preferably 
amidino, guan.idi.no, 

amino, carboxamido, hydroxy! amino , or imi da 1:0. 1 yl , or an N- subs ti tut ed 

analogue 

thereof. 

L' invention conreme des composes utilises comne mhibi teurs de 
protease representes par la f o rmule (li. Dans oette formu.le, Ar 
rep-res ente un n :>yau ou un systeme cycl ique, pa r ^X'-mpl^, un noyau 
benzeni que , 

et peut etre substitu*- par au moms une fraction en plus de X et LJ; X 
rep-resente un group-e ronctionnel t icoep:eui de liaison hydrogene, 
p ar exemple, un grcup.- rmro ou borinate BY- :sp> • 1 • :/ sp- >Y- sp- ;-2</sp> ; L 
r epresenie 

un liant, de p-ref e: erice f C R- : s r: > 5 < / s p > R< r; p - 6 o ' s p • < ) - 0 - ; : rep-resente 

une frartio-n contenant un ate me d'ai'ote busiqu>- mais n*-; contenant pas de 
residu d' a ride amine, et contenant de preference amid mo-, 
cuomidmo, amino, ra r box ami do , hyu r oxy 1 am 1 n ~> , ou imi da rod yl , ou un 
analogue 

ae ceux-ci sutstio.e par un N. 
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The- present invent i or; provides novel p cG ynuc 1 eot .1 des encoding 031 -01 
polypeptides, f ra?T.e:::.£ and bom 0 logues thereof. Also provided are 
vectors, host cells, ant.ibodi.es, ani re .:omr 1 nan t and synthetic methods 
for producing saic; polypeptides. The invention f u r t he r re 1 ates to 
diagnostic and therapeutic met rods for ap.pl ying these novel LSI -0 1 
p 0 1 ypept i des to the diagnosis, treatment, and/ or prevention of various 
niseas and/ or disorders related to these polypeptides. The invention 
further relates to s;reerung met nods for identifying agonists and 
antagonists of the polynucleotides and polypeptides of the present 
i nven t i on . 

La presente invention oonoerne des nouveaux polynucleotides codant pour 
des polypeptides LSI 0)1, des fragments et des homologues desdits 



polypeptides. L' invention c once me egalement des vec: 
botes, des anti corps e t d e s me t h 0 d e s d e r e c orruo i n a i s : 
synthetigues destmees a la production de ces polype 
invention se rapports en outre a des methodes dLagno: 
therapeut igues permet tant d ' ap-p> 1 ique r res nouveaux p- 
au diagnostic, au tr.iitement et/ou a la prevention de ma Ladies et/ou de 
troubles divers assooies auxdits polypeptides. Elle porte en fin sur des 
methodes de criblage destme-s a identifier des agoni 5t.es et des 
an t ago ru s tes des polynu rleotides et des polypeptides susment 1. onnes . 
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ABEN An invention comprising cellular transformation, directed evolution, and 
screening methods for -creating novel transgenic, organisms having 
des 1 r able 

properties. In one embodiment, this invention pr jvi des a method of 
generating 

a transgenic organism, such as a microbe or a p-Iant, having a plurality 
j f : traits 

that ar e differentially activatable . This invention also provides a 
method 

of retooling (genes and gene pathways by the introduction of regulatory 
sequences , 

such as prcmoters, that are operarle in an .mtendea host, this 
c on f e r r ing ope rab.i. L i t y 

to a nove 1 gene pathw.ry when it is .1 nt r ■:. du ced Int. o an intended host. For 
exa mp-Ie 

a novel man-made gen*"- pathway, generate-.; based on mi c rcb la I ly- derived 
p rogeni tor 

temp bates, that, is ■: parable in a plant :e:l. Tnis invention also 
ro r ■ c v I d e s a m e t h o d 



0 : gene r : 
desir ab 1- 



nc nove j 



me t no os 
variati: 



ress 1 o n 



; ^ t a n e : u s i y identifying ana :uanr.; 
.■ i 'j i n mixtures . r. r i3 ill c n a + l v i n 1 s 



nes met n : :is 
:ed 



^ r 



.ulir and me tar 



;gineermg 
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eaux :roa:.isme5 tra: 
-es. jar.5 une f : rrr.e 



. iia^-i p 1 „ sseid.'it a 
1 i - 



an 3 i jr^.a: i in cel. e.^ air-: 
rzduire de 



t - - 



s pr r.] e tes 
1 isat i :n, 1' invent ion c: r.:e:ne ^n 
ede de p rodu z z 1. :-n a ' : : ; an i. sme t : an; geni que , tel 
n mi:r :be ou une pLante, i: mportan: une pluralite de 
:a r a ::ens: lques 

a::: vabl.es ee maniere d 1 f f e r en c i ee . L 1 1 nveni a on concerne 

a^ssi un precede de rernaniemenl 'de qenes e: de voies qeniques 

par 1 ' i r:t r oduet ion de sequences r ea j 1 a z r i :es , tels des prom^teurs, 

eci reuveni et r e areivees ohec un hcte voulu et sent ainsl capables 

de conferer une capaci.te d' act ivaii :r: a une nouvelle 

vcie qenierue apres l nt. r :cu it i on de celleci dans un hot.e voulu; 

par exempde, une ncuveLle vcie qenique a r t i f i c le 1 Le , pr jduite sur la 

tase 

de model es de pro gem t.eu r s derives de microbes, qui peut 
etre activee dans une cellule veqetale. Cette invention 
cincerne aussi un precede de product! 3n de nouveaux orqanismes hotes 
pes sedan t une expression accrue de caracteristiques voulues, de 
genes re combines et de produits qeniques; de nouveaux precedes 
servant a determiner aes prof lis de polypeptides et des variations 
d' expression de proteines, ces precedes pouvant etre 
appliques a to us ies types d 1 e chant, i 1 lens decrits; 

des precedes permettant d T identifier et de quantifier s imul tanement 
des proteines indi vi due 1 1 es dans des melanges complexes de proteines. 
De plus, 1 1 invention cencerne des precedes de mise au point 
cellulaire et met ab ill que de nouveaux phenotypes modif ies 

itiiisant une analyse de flux met ab clique S#x2 2 64; en liqne &#:<2265; ou 
& ^ x 2 2 6 4 ; e n t emp s reel * 3 x 2 2 6 z ; . 
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A3 The present invention provides a method for functionally classifying a 

protein that is capable of unfolding due to a thermal change. The method 
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activity spectrum reflects a set -of molecules, from the multiplicity of 
molecules, that shift the thermal unfolding curve, of the protein and 
therefore are ligands that hand to the protein, comparing the activity 
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A3 In accordance with the present invention, there .are provided conjugates 

of physiologically compatible free radical scavengers (e.g., 
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(e.g., NSAID3). Invention conjugates provide a new class of 
pharmacologically active agents (e.g., anti - in f larnmato r y agents) which 
cause a much Lowe:' incidence of side-effects due to tne protective 
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specificity for on- part:: har -VP e of serine : rotease. 3y the 
ccrrj ir.ed a :t 1 ve- s 1 te-specif ici ty of the ha it met hyl ketone 
prcbe.*:. and the type-specif icity of the antibody, the 
ca tal vt 1 ca 1 1 y- a ct : ve fracticn of a particular serine rrotease is 



:!et:.: if ietermi n i r:q erdxjer.rjs trirc.Tiin potential 
E T r 1 1 a r: d t n i o mo in su^-sty^trs lor use i n sat n rr.e 1 n o c: ; 
:iert<:e r , Hen dri k Coeriraa d, 7 :>r;ger s t r aat 41, NL-6211 L^ 
Maas: ri Netherlands 

R i 1 , Di r k Tr.Dnas Si gu r :i, Ei ndhoveri, Netherlands 

"esser, 0 ode 1: r id^s Igr.ati.if., N:;r:egen, Netherlands 
:{em«:*:-r, -eridrik ?oenraad, Maas t r i :r;t , Netherlands 
n d n -U.S. individual ) 



NUMBER 



K 1 N 1) 



PATENT IN FORMAT I ON: 
APPLICATI ON INFO . : 



US o.; 073 9 '9 

WO 9 00 17 4 0 

US 1 :-H7-? 00303 

WO 1-^-NLie: 



Bl 20910507 
1 9 9 607 18 
1 9 970 : O0 ( = ) 
19-00.10 

19 970O00 POT 37 1 date 
19 0 7 0 9 0:- PCT 1 32^e) dat. 



NUMB 51 



4 



PRIORITY I N FO RMAT I ON : E P 19^ 
DOCUMENT TYPE: Utility 
FILE SEGMENT: Granted 
PRIMARY EXAMINER: Saunders, 
ASSISTANT EXAMINER: Tung, Mar 

LEGAL REPRESENTATIVE: Pi llsbary 
NUMBER. OF CLAIMS: V. 
EXEMPLARY CLAIM: 1 
NUMBER OF DRAWINGS: 00 
LINE COUNT: Vi 9 0 

CAS INDEXING IS AVAILABLE FOR THI 
A3 A method for determining t 

having a total antic :a jula 
U ISH/ml, includes using fa 
soluble in the sample to d 
thrombin substrata include 
is an amini protective grou 
valine residue attached via 
amino acid residue comprisr 
separated by at least 0 car 
t h e amir, j acid r e s i du e i s a 
a c h r imo p h ire that can b e 
include substrates compris 



DATE 



19-50110 



David 
y Beth 
Winthrop LLP 



' rawing Fi cjur>; 



(s) 



10 Drawing Page (s ! 



Z a a - ? r o - Ya a - S , wh- lei n 0 a a 
D-Ty rosine, Pro represents 
than arginine and S is a s; 
substrates Boc-GLy-Va.l - Ar j- 
appli cable . Furtnerm: re ET • 
a dd 1 1 i o n o f h yd r o :-: y 1 a m i n e * 
trie sample. 



PATENT . 
endogenous 
activity o 
hrombin sub 
ermine the 
hose of the 
, that is n 
a peptide b 
g a termi na 
on atoms fr 
tached to S 
zymat i cal ly 
g the s t ru c 
erresents 0 
nline, Yaa 
na L ma r ke r 
NA and H-Gl 
de terrain a t i 
the sample 



thrombin potent 
f or equivalent 
s t r a t e or a salt 
ETP of the sampl 
formula P-Val-X 
on - a roma ti c and 
tnd to Xaa, Xa a 
1 cfuanidint) grou 
om the peptide b 
and 3 is a sign 
hydrolyzed. Oth 
ture Laa-P ipecol 
Phenyl a 1 an l ne, 
is an amino a si 
can a Is :> be used 
u-Gly-Giy-Val -Ar 
on methods can b 
to ci r cum vent d 



al of 

0 at 
there 
. Sui 
a- 3, 

d 1 a r , 
s an 

or u 
ckbon 

1 q ro 
r sub 
1 - Yaa 
-Tryp 

resi 
The 

-pNA 
i mp r 

f ibri 



a sample 
least 0.07 
of tnat is 
table 

in which P 
Val is a 

reido group 
d 

up such as 
s t rat es 
-3 or 
tophan or 
due other 



a re also 
Dved by 
naticn of 



CA. : 



HID: 



•'Al LABL E 



:'Hi: 



.TENT . 



L104 ANSWER 4 7 IF 139 
ACCESSION NUMBER: 



'FULL COPYRIGHT .1^02 UhiventK 

-E cel: engineer::!;; by mutagen:; 



:cnally repeating 
lNierie cel lu la: re come 



PAR ML" TAG EN E.: 



..tn. .:i ^ .J 



'E MUTA 



APPLICATION INFO. 
PRIORITY INBO. : 



A5EN 



ABFR 





ZRT, Jay, 


y m 


















: : 






::; 


ZH 




a y , 


































M3EE 


_ 


_ .. 


_ 


._ 


^, 












0 
- 


.y " ' ZO I. V 


z ■ 




A 


33 3 Z 


c Z 


3 Y 3 Z 










' Z D E 1 1 E 


TM DZ 




E E 






o: ; ; ~ 


"i H 


GM HR HZ' 


r ^ 




!Z < IS IP 




K : 






' V 








MR 


, f -, 


mk mn mv; 


MX M Z 


n : 


n 7 


PZ ?T 


Z. 


^: ■ — 




Z Z Z I 3 E 


3 L 




TM TR TT 


T Z U A 


u 


I' z 


- - ■ • 1 rv* 


Y Y 


Z A Z W 


■ZH 


GM EE' LS 


MW 


MZ 


oD S L 3 Z 


T Z U Z 




AM 


AZ. B'r 




E Z M Z 


RU 


T Z TM AT 


3E 


C H 


CY DE DK 


E3 FI 






G R 1 1 


I T 


LY M Z 


NL 


FT 3E TR 


3F 


30 




■ZM OA 






MZ Mr 


\* ~' 


on t: 


T z 






wz> 


. : J 0 1 - U 3 1 


^ i 67 






z ■ i o i ■: 


61 4 












. : j 0 j - 0 ? i 








z ■ i o Z) ■; 


614 












J. 0 0 0 - 0 ? / 


677, 004 






; - ■ i "i -"i 












r i 


sing -ell 


c 1 a r t.r 


a n 


s f o 


rm.i t i : 


n, d 


i t e-:t 


eci e 


v olution, 


and 



screening methods for :rra- ir: j novel t r an:-: 



. L r able p rope r t : • 



Thus in Dne asre: 



: :■ r ^ a n i s m s h a v i n a 
invention relates to 



method of ■generating a transgenic o roan ism, sue:; as a microbe or a 
plant, having a plurality of traits that are -differentially act i vat: able . 
Also, a me trod of retool inq genes and gene pathways by the introduction 
of regulatory sequen:es, such as promoters, that are operable in an 
intended host, thus conferring ope rob i 1 i t. y to a novel gene pathway when 
it is introduced into an intended host. For example a novel man-made 
gene pathway, generated based on mi ■:: r ob i a : 1 y de r i ved progenitor 
templates, that is operable in a plant ceil. Furthermore, a method of 
generating novel host organisms having increased expression of desirable 
traits, recombinant genes, and gene products. 

L 1 invention porte sur des precedes de transformation cellulaire, 
d 1 evolution dirigee et de or Lb 1 age en vue de creer de ncuveaux 
organismes t ransgen i gues aux prop rietes souhaitees. En variante, cette 
invention porte sur un pro rede de generation o'un organ irme trans genigue 
tel qu ' un microbe ou une pi ante present a nr. une plurality de 
■ca r a cter is t i goes pouvant etre activees de man i ere d i f f e rent ie .1 1 e . 
L T invention porte aussi sur un precede p erne t t ant de restructurer des 
genes et des mecanismes d'action genetiques par 1 '.introduction de 
sequences re gulat rices telles gue des promoteurs pouvant agir dans un 
note determine, ce qui con fere une opeiabiiite a un nouveau mecanisme 
d'action gene ti que lorsqu'ii est introduit dans un note determine. Par 
exemple, un nouveau mecanisme d'action gerotique artificiel, genere a 
portir de gabarits de progeniteurs derives de microbes, peut etre 
utilise dans une cellule veqetale. L' invention porte en pout re sur de 
ncuveaux organismes botes dor:t les ca ra ct e r i s 1 1 ques souhaitees, les 
genes de recombina i son et les produ.its geniques ont une expression 
a c c r u e . 
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A3EN Fl -or :geni c peptide ■■jh'Str-i^.e- ai 1 dw f -■ r the o.n t' i gur h t i on of 

qer.eral substrate libraries to rapidly identify the primary _md extended 

specificity of enzymes, su::h as pt?t eases. The substrates 

contain a f 1 uor oqeni :; - 1 e a v i riq group, such as 7 - ami no- 4 - c a rbamoylmethyl - 

c^-mar in (AC?.). Substrates i n orp r a t i n 3 the Alt.: leaving group- show 

compa r at' 1 e kinetic profiles as these with the traditionally used 

7 - ami no- 4 - met. hy 1 - oumar in i AMT ) leaving group*. The bi f an ct i ona 1 nature 

of" ATT allows for the efficient p r odu ct i on of single suostrates and 

substrate libraries using solid-phase synthesis techniques. The 

att r ox imat e Ly 3- fold increased quantum yield of AT" over .AM Z permits 

reduction m enzyme ana substrate concentrations, so that a greater 

number of substrates can be to l.etated ma single assay, thus enabling 

an increase in the diversity space of the library. Employing this 

screening method, the substrate specificities of a diverse 

array of proteases were profiled, including serine proteases and 

cysteine proteases . 

ABFR [/invention porte sur des substrats de peptides fluoroqenes 

servant a creer des bi bl lot heques de substrats generaux permettant 
d'identifier rac-i dement, les pa r t i cu 1 a r i tes r.rimaires et etendues 
d 1 enzymes, te.l les que des proteases. Les substrats corit iennent an groupe 
part ant fluorogene tel qu 1 un groupe 7 -am i no - 4 - c a rbamoylme thy 1 - coumarine 
(ACT). Les substrats oontenant le groupe partant AT 1 ? presentent des 
prof his cinetiques compa rabies a ceux du groupe partant 
7 - ami no -4 -met hy 1 -c ouma r ine (AMT) utilise ccuramment. La nature 
o 1 f c n c t i o n n e 1 1 e de 1 ' AT T p e r me t de p r o ~i u i r e e f f i ca c erne n t different s 
substrats et bibl l : t he ques de substrats a 1 ' aide de techniques de 
synthese en phase sol i de. Le rendement quant" ique sens i b lement triple de 
1 'ATT par rapport -a 1 ' AMT per met de reduire la concentration des enzymes 
et des substrats, d'ou un plus grand norribre de surstrats par essai et la 
possibilite d'accroit. re 1 'espace pour divers de la b tb 1 io t heque . Avec ce 
procede de criblage, on a pu profiler les particularises d ' un reseau 
divers de proteases dont des proteases de serine et de cysteine. 
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p h a rma :eut i c a 1 1 y a c ep t a hi 1 e i. s ome r s , 5 :i 1 1 s , h yd rates, solvates and 

prodrug derivative .3 having activity a q a i n s t mammalian factor 

Xa is aes :ribed. Compoiitions con t a i n i nq such ■:: .ompounds are also 

ie s z r i b e d . T he c omp o u n d s a nd c omp o s i t i :■ n s a r e u s e f u 1 < i > in vitro-/ i. > 

c< i >in vivo</i:> for preventing or treating conditions in mammals 
characterized by undesired thrombosis. 
ABFR [,' invention concerne 1 es composes de formule [I) ou (la), ainsi que 

leurs is Dmeres, sols, hydrates, solvates -t do- rives p ro-med i cament eux 
pha rmaceuti quement acceptabl.es, lesdits composes ayant une activite 
cent re .1 e facteur MA ma mm i 1 e r e . L ' i r: ven t i o n ■:: :> r\ c e r n e e g e 1 erne n t d e s 
compositions contend nt d^ tels composes. Les composes et compositions 
selon 1 ' invention servent. au t r a i t emen t et a la prevention in vitro et 
i n vivo de ma 1 a d i e s ma mm i f e r e s oaractei is ~ e s p a r 1 a p r e s e nee de 
t h r omboses indesi r ab.l es . 
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A&EN Compositions and methods for trie therapy and diagnosis of cancer, 
particularly iung cancer, are disclosed. Illustrative compositions 
ccmprise one or more 1 itq turner po .1 ypep t ides , inrnunogeni : portions 
thereof, polynucleotides that encode such polypeptides, antigen 
presenting cell that expresses such polypeptides, and T cells that are- 
specific for cells expressing such polypeptides. The disclosed 
compositions are useful, for example, ±r. the diagnosis, prevention 
and/ or treatment of diseases, particularly lur.4 cancer. 

AEFR [/invention concerne des compositions et cies me th odes pouvant traiter ou 
di agnos ti quer le cancer, notammerit. le cancer du pcimon. Des compositions 
exernplaires cont iennent un ou plus.ieurs pol ypept i des de tumeur 
rrccho-pulmonaire, des parties irnmu no genes desdits poi ypep tides , des 
polynucleotides codant ces polypeptides, une c-Llule antigenique 
expr.imant ces polypeptides, et des lymphocytes T specifigues de cellules 
exprimant ces polypeptides. L^s compositions de 1' invention sont utiles, 
p.ar exemple, pour d iagrios t i que r , prevenir et/ou traiter des maladies, 
r. otamment le cancer du poumon. 
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The present invention relates to novel proteins. More specifically, 
isolated nucleic a c L :i molecules are provided encoding novel 
polypeptides. Novel polypeptides and antibodies that bind to these 
polypeptides are provided. Also provided are vectors, host cells, and 
recombinant and synthetic methods for producin] human polynucleotides 
and/ or polypeptides, and antibodies. The invention further relates to 
diagnostic and therapeutic methods useful for diagnosing, treating, 



preventing and/ or p-rognc-sing 



^orders related to these novel 



polypeptides. The invention further relates to screening methods for 

identifying agonists and antagonists of polynucleotides and polypeptides 

of the invention. Th»j present invention further" relates to methods 

and/or -compositions for inhibiting or enhancing the production and 

function of tne polypeptides of the present invention. 

La presente inv^ri*: ion se rapporte a ae nouveLles proteines. Plus 

spe c 1 f i Cjuement , elle se rap-pot te a des molecules d'aciaes nucleiques 



i so 1 ees codant pou r de nouveaux p-o 1 ypept ides . El. 1 - 



rar 



nouveaux 



■ o.l yp»ept ides 



des anticorps qui se lient a c« 



• orte a de 
•ellules 



ZeS 

P'Olyp.ep tides . L ' invent i on se rapp-orte a des vecteurs, a des 
hotes et a des pro-cedes de syn these et de recornkdna i son pour la 
production de polynucleotides et/ou de p-o I yz- ept.i des humains et 
d ' ant i. c orp-s . L 1 invent ion se rapporte a des methodes diagnos ti ques et 
therapeut iques permettant do i i agnos t i que r , de traitor, de prevenir 
et/ou de p ron os t i cue r des troubles associes a cos nouveaux polypeptides. 
L' invention se rapporte en outre a des p-rocedes de cr iblage permettant 
d ' ident i f ie r des agonistes et aes antagonistes des polynucleotides et 
ces polypeptides deer its ci-dessus. E 1 1 e se rapporte enfin a des 
precedes et/ou a des compositions permettant d'inhiber ou de favoriser 
la production et la function desdits p-olyp-ep tides . 
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ABEN Disclosed are ant lb od i es that specifically inhibit VEGF binding to only 
one (VEGFR2) of the two 

VEGF receptors. The antibodies effectively inhibit, angiogenesis and 
induce tumor regression, and yet 

have improved safety due t :> their specificity. The present 
invention thus provides new 

ant i k ody - based compositions, methods and combined protocols for creating 
can c e r and o t n e r a n g i ■:■ j e n 1 :* 

diseases. Advantageous i mm auo :-on j ug ^ t e and prodrug compos it ions and 
me t. hods using t h e n e w 

VEGF - s p e c . i f l z antibodies a r e .a 1 s c p> r ■:■ v i Lie d . 
ABER L 1 invent ion concerne des anti :-:rrs qui inhibent speci f iquement le VEGE 
se I i an t a un seu \ 

' VEGE R2 ) des deux re:epteur ■; VEGF. Fes int.i :c r: s inhibent e f f icacement 
1 ' ang i .ogenese et. :nduisent 

uussi e ff i ca cement une tegr^5?ion de tumeur, tout en presentant une 
s ecu rite accrue a., fait, ae ... eur 

spec i f :. so t e . L ' .: r.veri t i : n c: no-erne par consequent de nouveil.es 
romp os :. t l :ns a base d ' 5 n t i ::o c p. s , ainsi 

que des precedes et d--o protoeoles combines p-ot^r trait. er ie cancer et 
i c 7 en i ^ ue s . Elie c on ::erne egalement ::es z : mp os i t o ons 
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A3 EN The present invention relates to modified p>o Lypep-t i des which are 
derivatives of the B domain or 

Z domain from staphylococcal protein A (SPA), wherein between 1 and 20 
ammo acid residues of the 

said B or Z domain have- been substituted by other amino acid residues, 
i"a:d substitution being maae 

w i t h out s u r st ant ial 1 o s s o : t h e b a s i c s t r u c ture and stability of the 
said B or Z domain, and said 

substitution resulting in interaction capacity of tne said polypeptide 
w 1 1 h at least one do ma i n o 1 
human Faotor VIII protein. 
ABFR La presente invention porte sur des pol ypept: ide s modifies qui. sont des 
de r i ves du doma ine B ou 

Z de la proteine s t apn y lo cocci que A (SPA), et dans lesquels entre 1 et 
SO r e s t e s d ' a c i de s a mi n e s de 

ce doma ine B ou Z ont. ete substitues p-ar d'autres testes d'acides 
amines, cette substitution se 

f hi sunt pratiquement sans perte de la structure- basique et de la 
s tab i Lite du do ma .me b ou Z, et 

onf'i-ran: au p-c Lyp ep-t i de une capa cute d ' interaction avec au moir.s un 
d om a i n e de la p r o t e i n e d u 
Factor VIII hum air;. 
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ABEN The inventi on pr :vi a method for determining a preferred amino acid 

sequence motif for ar. 

active site an associated substrate specificity sursries of an 
e n z yme . In the met h :■ d of t h e 

invent: :n, an enzpe is :or:a:ted with an oriented degenerate 
peptide library, certain peptides 

within the library which are substrates for the enzyme are bound by the 
enzyme, and bound 

peptide/ en z 'yme complexes are separated from unbound 
peptides. The boun:i peptides are released from 

the enzyme and are sequenced. A preferred amino acid sequence motif for 
the active si t e a n a 

associated specificity subsi.tes is determined based upon the 
relative abundance of different amino 

acids residues at each degenerate position. The invention also provides 
peptides, peptide analogs, 

and other small molecules which have a variety of uses and can be 
derived from the p resent 
i nvent ion . 

ABFR L' invention concerne un pro-cede permettant de determiner tin motif 
p-refere de sequence d'a :ides 

amines pour un site act if d'une enzyme et ses sous -sites de sp-ecificite 
associes. Selon le p recede 

de 1' invent ion, on met. en contact une en;: yme avec une banque oe 
peptides oe dene res orientes, 

certains peptides de la banque etant des substrats pour 
1' enzyme qui s'y lie, puis on separe les 
complexes peptide /enz yme lies et non lies. Les 
peptides lies sont liberes de 1' enzyme puis 

sequences. On determine un motif prefere de sequence d'acides amines 
pour le site act if et ses 

sous-sites de speciticite associes en fcncticn de 1 1 abundance relative 
des differents residus 

d'acides amines a chuque position degeneree. L ' invention concerne 
egalernent des peptides, des 

analogues peptidiques et d'autres petites molecules convenant 
pour de nomb reuses ut i 1 i satrons et. 
pouvant etre derives de 1' invention. 
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This inversion pr:'v:aes a cla; ; ;: :n;;ir. j z- : 
to and m:aulat.e ( . g . 

ennance ) : he a ot i vi cy o f p 0 1 yp-ep 1 i des hav: 
S'l-ri.ne prtteases) . The 

rinding proteins are based on the structure cf ecotin. It: was dis revered 
that, m^di f icati.'n : f: the 

amino or carboxyl terminus and/or r an d omi z a t i on o£ cne or more of loops 
h:s, 6 J 5 , -5 D s or i -J s will 

provide an ecotin variant library fr:m whicn car: be selected binding 
molecules {e.j. p> rc tease 

modulators) spec: ti : to virtually any serine protease. Depending on the 
ecotin variant and the 

target serine protease, the modulator can act as a serine protease 
inhih.it or or as a serine- protease 

activator. Specific agonists (enhancers) of Factor IXa are disclosed. 
L' invention concerne une classe de proteines de liaison qui se lient 
spe c i f i quement aux 

polypeptides comp tenant an enroulement de chymot rypsine (p. ex. protease 
a serine) et moduient (p. 

ex. renforcent) l'activite de ceux-01. Ces proteines de liaison rep^osent 
sur une structure e:ot.ine. 

On a decouvert :ue la modification au terminus amino ou carboxyl e et/ou 
la randomisation d 1 une ou 

plusieurs boucles sel ect lonnees dans les boucles 50, CO, 80 ou 100 
permet d'obtenir une ban:jue de 

mutants d'ecotine a partir de iaquelle des molecules de liaison (p. ex. 
mo dul ateu rs de protease) 

sp<e z i. f i ques de p ra t iquement n' importe quelle protease a serine peuvent 
etre se 1 ectionnees . Sel on le 

mutant d'ecotine et la protease a serine cible, le moduiateur peut avoir 
une action d ' inhib 1 teu r de 

protease a serine ou d'activateur de pr jtease a serine. L' invention 

concern e e g a 1 erne n t des agonist e s 

( renf orcateurs-f a ci 1 i tateur s ) du facteur IX. 
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:s that specifically bind 
chyme trypsin fold (e.g. 
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The present invention describes methods :■ i" treating Dr preventing 
res t e n o s i s , vascular i n lur y , 

and vascular disease m a subject by asiminis te r ing TIMP-4. The inventors 
have surprisingly found 

t. nat TIMP-4 has an important role in the .lccumu 1 a 1 1 i>n of the 
extracellular matrix m a vessel wall 

ana as su::n facilitates the healing process of an injured vessel. Also 
p> r:\ti led by the present 

invention is a method :■ t inhibiting mi g: a* ion sf smooth muscle cells, 
such as vascular smcsth mus he 

cells., by mt r j due l n g t :■ tro- cell an amount of TIMP-4 effective to 
inhabit trie mi gratis:., as I 1 as 

inhibiting extracellular mat rix degrade i ci of a vessel, such as an 
::rt<c y, vein or cap: : la: y, by 



i e lesion v a s c u 1 a i r e , e * 
a dmir:i s t rant la TIMP-4 



ma^acie vas 



i-po::an: dan 

faciLitant a::.s : le 
: r: ::es; J5 de re;e::era' 



a v e r s'^rcrisc 



. .• . : • • a a r: s 



. e v d ^ : 
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e va s c . 
' i MP - : 

:i t : :> n , 
■ a c e 1 1 a 

la ve 



an: a a r x 5 



ne :n:ae 



aire d :ne 

e jj'ur.e art. ere ou un capillar 



galemen: la degradation de la mat rice 

t la TI MP - -\ 
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A novel method of treating and pi revent i ng viral infection is provided. 
In parti cular a method 

of blocking viral Infection facilitated by a serine proteolytic (SP) 
artivity is disclosed, whi rh 

consists of administering to a subject suffering or about to suffer from 
viral infertion a 

the r ap'eut i c a 1 1 y effective amount of a compound having a serine protease 
i. n h : b i t c r y or s e r p.- i n 

activity, Among comp-ounds are & a lpha ; 1 - an t i t r yps i n (ART), 
peptide derivatives from the 

:: a rroxyte r minal end of A^T, and man-made, synthetic compounds mimirking 
the art ion of such. 

compounds. The preferred viral infections include retroviral infection 
s jch as nam an 

i mmu n o a e f i :i. e n c y virus (HI Y ) i n fection. 

1/ invention rencerne une ncuvelle meth:ae de traitement et de prevention 
d ' u r. e i n f e :ticn 

vi r : : ile. L' invention c tncerne, en p>a r t icul ie r , une metnode dest. inee a 
cirri at t re une infect i:n virale 

five risee par une activite de serine pre teol ytique '32' , consist. ant a 
a dm: m s t r e : a un sujet 

5;uf frant :u susceptible de scuff nr d f une infection virale une guantite 
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in. Par mi les 
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ABEN Novel com: os Itions and methods of treating and preventing a viral 
i n f e c t. ion are p r i v i d e d . A 

me i ho 3 :■ f ::Odc<io: a viral infection facilitated by a serine proteolytic 
I St') activity is disclosed, 

which involves aduini steriiu to a subject suffering or at out to suffer 
f r ■ o m a v i r a 1 i n f e zti o n a 

therapeutically effective amount of a substance having serine protease 
.inhibitory activity or serpm 

activity. Arnjnq the substances found to be useful are 
i a 1 ph a ; 1 - an 1 1 1 r yps l n t A\T ) , peptide 

derivatives from the car boxy terminal end of AAT and synthetic drugs 
mimicking the action of such 

substances. The invention .is particularly well suited for checking a 
v 1 : a 1 infection me a i a t e d b y 
membets of he rres v l r i da e family. 
ABER L' invention :oncerr,e de nouvelles ccmposi t ions et methodes de traltement 
e t de p r event .Ron d ' une 

infection vi ra 1 e . I' invention ccncerne une rnethode vlsant a blc-quer une 
i n i e c 1 1 : n vi rale f avo r 1 see 

pa: une activite p r o too 1 y ti que ce serine (3D), consmtant a administrer 
a un s u i e t s ou 1 f r a n t : u 

susceptible ae souf f rir d 1 une infection vi rale une quantite 
:• f t i c a c e d ' u n e 



ant une act.ivite 



: u;j s t an ces 



t ne r' ape 1 ^ 1 1 quemen: 
substance present 
serpin. Farm: ;e ; 
utiles se tr ouve: 
r -r * 1 di ques de I 'extremite 

ce s s ut s t a n ces. 

infection virale a mediation de 
nembres de .La familie des Heme 



inhibition de serine proteas-; 
ariti t ryp o me 5 alpha;! :AATj, des ;;ei ives 
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f rem formulae 


(I) , 


(id 


and ( 


III), 


where 


in Z 


1 , 




, r\, P 


,2, R3, R4, 


R5 



ana ?.<:• are defined h e r e i n . 

These compounds are useful as ant i -co a qui an t s . 
AEFR L' invention concerne des derives de pyrimidine a substitution aryie et 
heter o c y c 1 y 1 e c h o i s l s 

rami les formulas (I), (II) et (III), dans lesquelles Zl, Z2, Rl, RE, 
R3, FA, R5 et R6 sent, defines 

cans le descripti:. 'Jes CDmposes sent, utiles en tant qu'anti rcagulants. 
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.on rei : tes to a serine p 






o r 


h a 






1 a 








is H, Rl, 






















r:-c ; : : , p : s : , root 








R2> 














'CHP2 p-; D :s an 






















of the f^mula -NH-CHR1- 


CO)-, -NR4- 


JF : 








1] - 







-CH2 or t:.e : : i. . a. , 
- 2 ■ cy o 1 oa . ky 1 an d 

aik:xy, :x:, OH, :.r *3 : £ 

■ 2 - a i a I k y 
. j : ; !:i;a 



::- 12 : ; al kenyl , 2 



w 



cy oa. 



r.alc ;e:i, ana : r : m ( 6 - i 4 C ;■ a r y I. , 
, ( 3 • 1 ■:■ I' 1 a ra L kerey I and 

yloalkyi, wher-rry the aryl arc may optionally be 

th ( 1 -.*■:> alky 1, 
kyl, ! i - r-C ) a L k oxy , CH, C F3 or raiogen; F.2 , R2a ana R2b are 



e a c r. l n d e r ■ e r ; d e nt 1 y s-le c t e d 

from H , ( 1 -■*■:) al kyl , ( 3 - 6C ) a 1 kenyl , ( 3 - 8 : ) al kynyl , 



: ) cycloal kyl and 



'■■.') eye 1 oa L kyl ( 1 - 4 C I .i 1 ky Lene , whi.cn can each be optional. 



i-uhs t ituted 



w i r. n { 3 - 6 -2 ) o y c 1 o a 1 k y 1 , 

( l-' : 2) aikcxy, Cr 3 or halogen, and from (6-14C)aryl ana ( 7- loC) aralkyl 
w h e r e by t h e aryl > "I r : a p ■ s ma y 

op t. : o n a 1 1 y b e s u r s t: i t j t. e d with ( 1 - 6 C t a 1 k y .1 , [ 2 - C ! c y c 1 o a 1 k y 1 , 
( 1 - >■ C ) a 1 k: xy, Cr3 or nulogen; F;3 is 

defined for F:2 or He t. - ( 1 - 6C ) a 1 ky 1 ; R4 ls H or ( 1 - 3C ) a 1 ky L ; X and Y are 
CH or U with the proviso that 

they are r.ot. both M; Het is a 4-, :■- or 6-membe r ed heterocycle 
c o n t a i n i n 5 o n e :> r mo r e h e t e r o a t oms 



looted from 0, K and 3; m is 1 



!; p is 1, 



or 



q is 1 , 2 or 3 ; t 



is 2, 3 or 4; or a prodrug; 

or a pha rmaceut i ca 1 1 y acceptable addition salt and/or solvate thereof 
and its use in therapy and 

manufacture of a medicament for treating or preventing th rombi n-mediated 
and t. h r ornb i n - a s s o c l a ted 
d : s e uses . 

ABFR [/invention concerne un mhibiteur de la serine protease ayant la 
formule (1), dans laquelle J 

est K, Rl, Rl -O-C(o)-, (0) - , R1.-3 22-, R 300C - ( CHR2 ) p - , (R2a, 

R2b ■ i;~ 20- ( )p- eu 

H t ■ 1 ; 0 - ( C H F" 2 J p - ; I .> e s t u n a c l d e am i n e d e f o r mu .1 e N H - C H F: 1 - C ( CO - , 
-MR4 - CH [ (CH2 ) ijC (0) 0R.1 ] -C !0) - , 

N R4 - CH [ { CH2 ! qC ( 0 ) N ■ R2 a , R2 b j ] - C ( 0 ) - , N R4 - CH [ ( CH2 ) qC ( 0 ) He t ] - C ( 0 ) - , 
D 1 - T L q, D-3-Tiq, DAtc, Aic, 

fi-l-Fiq ou r.) 3-P'iq; E est NF'2 - CH2 - ou le fragment, f a cu 1 1 a t i vement 
remp lace par : 1 - o < C ) a 1 kyl e , 

( 1 - CC ) al coxy ou benzyl oxy; Rl choist dans ( 1 - 1 2C ) al ky 1 e , 
(2- 12C) a icenyle, (2- 12C) al kynyle, 

( 3- 12C) cycloalkyle et ( 3- 12C) cyeloalkyle ( 1 -6C) a.lkylene, groupes qui 
po-uvent f acul ta t i vement etre 

r emp laces pa r ( 3 - 1 1 C ) c y c 1 oa 1 k y 1 e , { 1 - r-C ) a 1 cox y , oxo , OH , C F 3 ou 
hai:gene, et dans ■: C - 1 4 C ) a r y 1 e , 

(7-1=-:.) aralkyle, ■ 1- - loC ) a ra 1 cenyl e et (14-20C) ( ::■ isar y 1 e ) a L k y 1 e , les 
grO'-pes aryle p ;ovin: 

f a co 1 t at 1 vemen t e t. r e r emp. la oe s par ( I - 6C ) a 1 ky 1 e , (3-1 2 C ) c yc 1 oa 1 kyl e , 
( 1 -r, ') a 1 coxy, OH, CF': ou 

naloxone; Ft'" , r.2 a et R2b s-.ont, chacun, rnoisis de mar. i e re independante 
dans f 1 - •'■:■:) a 1 kyle, 

( .') a Icenyle, ( i ■ ) al kynyle, ! 3 - 3 : < cy cl oyal-iyle et 
( :' - »: .* ) eye 1 oa 1 ky I e ' ! - 4 C .■ a 1 kyl ene, qui peuvent. , 

c n a i" u n , etre f a c u ! t a t i veir.er: t ren.placo.; par ( 3 - 6C j eye 1 : a 1 kyl e , 

:i aleoxy, :.r3 ou haloger.e, et dans 
' - : - 1 4 C i a r y le et f ' ? • 1 : : ) a r a 1 k y 1 e , les ;r:upes aryle rouvant etre 

' . - 'o 2 . a 1 -:y r Le , ; : ; c ye 1 oa 1 k y 1. e , 1 - C :■ a 1 e : xy , 5 na.ogene; R: ; est 

t- 1 qoe defoni tee: R.i : o 



qu lis ne so* tent, pas 
!. T ; Het est 4-, o- or 



0, et 5; .t, est egal a I ou 2; pa I, 2: cu 3; ij a 1, 2 :u .3, ; t. a 2 , 3 

a :i ] on :: ic r. ne sei e:/:u de solvate pr.arr.a::eu:i que.T.er.: a c cep table : s .■ de 

0 e I u i ■ c i , iins: q _ e s " n 

t i" a iter o u pre ve n : r d - - s maladies 
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ABEN Methods for measuring i ( i n vivO activation of the lectin pathway by 
measuring mannan-b i n-:i inq 

serine protease activity (MAS PI are provided. The methods are 
a:::omplisnea by measuring C3a and C4 a 

1 eve is in i ( in vitro) activated EDTA plasma. In particular, the increase 
in [ 2 3a and/ or C4a as a 

function of time is an indicator of the amount of activated MASP in EDTA 
plasma. Methods are also 

provided for measuring the alternate and classical pathways of 
complement activation, exclusive of 

the lectin pathway, and thereby disorders associated therewith. To 
perform such measurements, Futhan 

or other serine protease inhibitor is added to blood or plasma, 
containing a divalent metal ion 
chelator, and C3a and 04 a are measured. 
ABFR L' invention se rapporte a oes met nodes permettant d'evaluer 1 'activation 
i(in vivo) de la voie 

tie la lertine par mesare de 1'activite de la serine protease se fixant a 
1 a ma n n a n e ( MAS P ) . 0 e s 

metnodes consistent a mesurer les taux de 23a et de C4a dans da plasma 
a ' E 0T A a c t i ve i ( i n vitro). En 

particulier, 1 ' acc r o l ssement de C3a et/ou C4a en fonction du temps est 
un indicateur de la quant it e 

ce HASP aotivee dans le plasma d'EDTA. L 1 invention se rapporte egalement 
a d-s met he des permettant 

oe mesurer les votes jlassrques e: autres de 1 'activation du complement, 
a I 'exclusi :n de ^a vole de 

ass ■cies. P our p-ermettre ces 

mesures, on a j oute un inhibi teur :ie .serine p r: tease de tyre Futhan ou 
analogue a du can g ou du 

pdasma ccntenant un a ;ent de chelatcin des ions met a 1 1 .:. ques bivalents et 

1. ' c n me sure ^ e s taux d e C 3 a 
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ABEN Protein arrays for the parallel, i ( in vitro) screening of biDmolecular 
activity are provided. 

Methods of using the protein arrays are a.so disclosed. On the arrays, a 
plurality of: different 

proteins, such as different members of a single protein family, are 
immobilized on one or more 

organic thin films on the substrate surface. The protein arrays are 
particularly useful in drug 

development, proteornics, and clinical diagnostics. 
ABFR 1/ invention concerne des gr ourements de proteines permett.ar.t de mettre 
en jHjvie un cribl eige 

l (in vitrc ) en parallels- d'activite biomoleculai :e. L'es precedes 
d'ut.i Lisation des g r oupemen t s de 

proteines sont egalement deer its. Dans ies groupements, plus ieurs 
proteines diffe rentes telles que 

des membres differents d'une seule f a m : I • >■■ de proteines, sont 
immob i Usees sur un ou plusieurs films 

minces organiques a la surface du subs t rat. Ies qroupements de proteines 
s on t pa r t i :u 1 i e r erne r: t 

utiles dans le devel oppement de medicaments, la proteomique et le 
d i a "jtC' s 1 1 c clini que . 
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phosphat idylethano 1 ami ne, sent des marqueurs specif iques, access ibles et 
s t a b 1 e s de La surface 

i nt ra cavi t a ire de vaisseaux sanguins tumoraux. L' invention c:n>";rne, de 
ce fait, des produits de 

r ecomb ina i s cn diagnost i gues et. t he rapeutiques ciblunt les 
ami nop'hosp'h Dlip- ides et concus pour 

intervenir sur la tumeur. Elle coricerne en particulier des conjugues 
d ' a g e n t s t he r ap e u t. i qu e s e t 

d'anci corps et des produits de re comb i naison se fixant aux 
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p re-cedes servant a aciniinistrer de fa con specifique des agents 
t h- r apeu: iques , y ccmpris des tcxir.es 

et des coagulants, aux ami nop nc spho 1 ip i des d ' exp.r es s ion stable de 
vaisseaux sanguins tumcraux, re 

qui provoque une t h romb ose, une necrose et une regression de la tumeur. 
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the invention, due to 
simplicity and effectiveness cf tm 
ABFR L' invention concerne la decouveite surp-renante selon laquelle le*s 
amin opr. osph o L ipi ies , du type 

phospha t i dy 1 se r i ne et p.nosphat i dy l et hanol amine, sont des marqueurs 
stables et accessibles a la 
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laquelle la simple administration 
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for using such c Dmp is i t ions , are useful for ameliorating and treating 

clinical conditions associated with increased serine protease activity, 

such as blood loss related to cardiopulmonary bypass surgery. Nucleic 

acid sequences encoding these analogues and systems for 

expression of the peptides of the invention are provided. 
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AB The present invention is directed to novel arginine 

alph a-ket :■- amide derivatives, their p>ha rmaceut l cal 1 y acceptable salts 
and compositions thereof" which are useful as antithrombotic agents in 
mammals and also the use of these compounds as antithrombotic agents. 
Also, described are methods of using these inhibitors as inhibitors of 
coagulation proteases and as therapeutic agents for disease states 
characterized by abnormal thrombus formation and/or disorders of the 
blood coagulation process. Further described herein are compounds useful 
as intermediates in the preparation of these compounds. 
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potent and specific or inhibitors cf thrombin. Their pharmaceut ically 
acceptable salts, 

pharmaceut i cal ly acceptable compositions thereof, and methods of using 
them as therapeutic agents 

lor disease states in mammals characterized by abnormal thrombosis are 
also described. Also 

described are 3-ami no- D - hyd roxypheny 1 -a cet ami ie derivatives having in 
history activity towards 

proteases of the t. r yps i n/ chymot r yps in class. 

La presente invention concerne des aldehydes peptidiques comprenant un 
g roupe 

amino-!'- hyd roxypheny 1 e a cet ami -de fa is ant part:e du squelette 
peptidique et un g route arginine ou 

analogue sue PI. Ces composes sent des i nhib i t eu r s puissants 
et spec i r. i cues de la chrombirie. 

L ' invent, ion concerne eqalement leurs sels pnatmace.tiquement 
acceptarles, leurs compositions 

ph ar maceut i quement acceptable?., et leurs precedes c'utilisation en tant 
gu 1 agent s t he r apeut i ques 

destines a des etats p .i the log i ques chez cies mamruferes ca r a cter ises par 
une tnr omlcse arc r male. 
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protein "hat is cap-able 

of unfolding due to a thermal change. The method comprises screening one 
or more of a multiplicity 

of different molecules for their ability to shift the thermal unfolding 
curve of the protein, 

wherein a shift in the thermal unfolding curve indicates that the 
molecule binds to the protein or 

affects the stability in a measurable way; generating an activity 
spectrum for the protein wherein 

the activity spectrum reflects a set of molecules, from the multiplicity 
of molecules, that, shift 

the thermal unfolding curve, of the protein and therefore are ligands 
that bind to the protein, 

comparing the activity spectrum for the protein to one or more 
functional reference spectrum lists; 

and classifying the protein according to the set of molecules in the 
multiplicity of different 

mole rules that shift the thermal unfolding curve of the protein. 
ABFR. Cette invention a trait a un precede a haul rendement permettant de 
rl asse r f onct bonne 1. lement 

une proteine capable de se deplier sous l'effet d'un changement d'ordre 
t he rmi que . Ce p r ocede , qu i 

irons iste a cribler I 1 une, sinon plusieurs, des multiplier tes de 
molecules differentes aux fins de la 

determination de leur aptitude a deraler la eourbe thermique de depliage 
de la proteine, un deralage 

de cette eourbe mdiquant que la molecule se fi.xe a la p rote me oa 
in flue sur sa staid lite de facon 

mesurable, consiste ega lement a generer un spectre d'activite ae la 
proteine, spertre qui correspond 

a un ensemble oe mole rules de la proteine, res molecules etant issues de 
1 a mul tit l .i o l te 

s usmenti onnee neralant la rout be thermique de depliage et etant , de :e 
rait, des ligar.as qui se 

fixer, t a la proteine. On romp are ensuite, dans ie caore de ce pro re lie, 
le stectre d'artivite relatif 

plusieurs, et 1 ' or. r basse 

mole rules differentes qui deraient 

la ccurbe thermique de depliace de la proteine. 
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, and tissue plasminogen activator, up- to the highest co 
inhibitor tested (10 muM) . 



mice the sequence 

therapeutic 
i as potential 
l ^ment s has beer. 

L , .1 ^ ^ ^ » » . i ^ ; ^ . . tr 

• c d r r esp on ii n cj 

■ ent s t uay is to 
id in disc 1 ayini 

■ natural r rocuct . 

:Z 1-47 



utyiqlycme, 
Bu :jAr glial 



able to 
so - 2ysl4, 
i ona 1 pre pert ies 
te that 

itive if compared 
zapjo D, 
1 3 507-13 5 15) , 
of thrombi. in by 
fragment, and that 
a n affinity 

of full-length 
BugArgNal displays 
oq ically 

concentration of 



LI 04 ANSWER 12 5 OF 13b 
ACCESSION NUMBER: 
TITLE: 

INVENTOR. ■ S ) : 



PATENT ASSIGNEE (. 



US EAT FULL 

19*3 : 1 57 127 USE' AT FULL 
Factor Xa inhibitors 

A.l Obeidi, Fahad, Tucsor., 
Let' I , Michai, Tucson, A?.. f 
0 s t r em, Lime s A . , Tucso n , 
Safar, Pavel, Tucson, AZ , 
Stierandova, Alena, Tucson, AZ , United States 
Strop, Peter, Tucson, AZ , United States 
Walser, Armin, Turson, AZ , United States 
Selectide Corporation, Tucson, AZ , United States 
•co rpo rat i on ) 



AZ, United States 
United States 
AZ, United States 
United States 



(U.S. 



NUMBER 



KIND 



EAT E 



PATENT I N FORMAT I ON : 
APPLICATION INFO . : 
RELATE!' APPLN . INFO 



DOCUMENT TYPE: 
FILE S FOMENT: 
PR IMAF.Y EXAMINER.: 
L E GAL R E P R E S ENT AT I YE : 
NUMBER CF CLAIMS: 
EXEMPLARY CLAIM: 
! U M 3 E R C F D ? AW I N G 3 : 

AB The invention provides compounds whi z\ 

factor Xa activity. The o - mp : ur.di con; 
structure X.sub.I - YI R - X . s ub . 2 , where] 



US 5 S 4 9 5 1 0 1*9^12 15 

US 1 9*7 - *47 794 1-971008 (8) 

Continuation of Ser. No. US 1 9 9 5 - 4 2 8 4 04 , filed on 25 
Apr lr-95, now abandoned which is a continuation-in-part 
of Ser. No. US 1994-233054, fclea on 26 Apr 1994, now 
at' .3 naoneu 
Utility 
G r anted 

Lea r y , Loui se N . 
Campbell £ Flo res LLP 
43 

1 

4 Lrawir. 5 Figure's:; 4 Lr aw.ing Pagers; 

5 3c: 



a c v ^ a . 



1 : 1 c a 1 1 y inhibit 
c f the 

, sub. 1 ii H , acyi, alky 
acids, and X.sub.2 is . 



moaifiea Z- 


t <-j i 




nal griup, : ne or more oa r b oxy-p r c t e o t m g 


groups or one 


:■ r rr.cre am 




a t 


ids ir other s ubs 1 1 :. uen t , .i:.d Y, I and R 


are t y r 0 s 1 n ^* , 




a r: u 


arginine, respectively, -i r ep 1 1 rtomime 1 1 :: 


C v " 


: r ^ i r: i c s:r 






es tnat tosiess the 5 ir.e f ..r. c 1 1 or. 1 1 aotiv 


i t y as , I and 


r , 1 e S p e C t 1. 


le i 






de= a lo^poinci 


r.av:r;g the 


= 1 r 




t u r e A 1 ■■- AI ■ ' A :' ■ . s ub . m - - B , where m is C 0 


r 1 . A rorrx^ound 


I i. "1 e L r. V e 






can re linear :r :y: i. i : a:.:: ran re ab: ut 


2 and 4 3 


residue- in 


^ e 


r.g 




t^r i z^d, 1:1 






: t 


ex n i r its a s r e c 1 f : 0 inhibi tion 0 : 




factor Xa. 3 




vi 






.rr.-.M, pref 


e r a 




y . 1 1 1 r e q . L r.M , a n d die 5 nil s ur s t a n 1 1 a 1 .1 


y innibit the 


activity of 


ot 


her pr it eases, involved in t n-.- coagulation c 


as cade. The 


invention f 




her provides net nods if :pe:: f i :aily lnhibi 


ting the 


activity -if 


factor Xa ani of 1 rihib 1 1 1 ng blood 




cl ::t.mq in 


vi 


tro and in an in dividual and methods of det 


acting 


factor Xa 1 


ovel s 


or a c t i v i t y . 




CAS INDEXING I.:. AVAILABLE FOR THIS PATENT. 




L104 ANSWER 12»:. OF 


18 


9 


US PAT FULL 




ASCESSICN NUMBER: 






1 9 93: 1-M2 US PAT FULL 




TITLE: 






Va 5 c.u 1 a r ,1 n 1 1 ::-agu 1 ant p r 1 1 e 1 n s UNA wh 1 c 


h cedes them, 








processor for preparing them and their u 


s e 


TM\/FMTfi« I ■ ■ 
.1 ;Ni V I UP. ( o , . 






n d l_i p 1 L Hid 1 IX I , r.U'.l'Jl 1 , Ilik 1 LCI --.IIoUUI L t r\vX 0 L. J_ J. d 










Maurer-Fogy, Ingrid, Vienna, Austria 










D JUL) ^ 'jtr j. Jld I U , V _L *z. 1 1 1 1 d , LI 0 I. J. d 










Swetly, Peter, Vienna, Austria 










Stratowa, Christian, Vienna, Austria 










Falkner, Edgar, K ri t zend o r t , Austria 










Adolf, Gunther, Vienna, Austria 










Reutei i ngsper ger , Christiaan Maria Peter 


, Maastricht, 








Net he r 1 ands 




PATENT ASSIGNEE (S) 






Boeh ringer Ingelhe.im international GmbH, 


Ingelheim am 








Rhein, Germany, Federal Republic of (non 


-U.S. 








c o rpo r a t i on ) 










NUMBER ?'INE» I 'ATE 




PATENT INFORMATION 






. „ ._. - - ■■ - - - 

US 38 37843 1^3 1117 




APPLICATION INFO. : 






US 1995-376050 1^ 950123 (3) 




RELATE E' APPLN. INF [ 


j. : 




Division o f S e r . No . US 1 9 9 4 - 2 3 0 3 7 5 , f i 1 


ed on 2 0 Apr 








19 94, now abandoned which is a continual 


ion of Ser. No. 








US 1 9 92 - 8 08 3 37 , filed on 7 Apr 1992, now 


abandoned 








whi ih is a division of Ser. No. US 1989 - 


294602, filed 








cn 3 0 Jan 1939, now abandoned 










NUMBER DATE 




PRIORITY INFORMATD 


:>N: 




DE 1937-3 7 103n4 1-370323 










DE 1 937 - 37.1030 ? 1-87032 : 










L'E 1 937 - 37 104 yj 1 937 0 32 ■:■ 










DE 1937-37 373o7 1 937 L 104 










WO l-83-EP23r 19330326 




DOCUMENT TYPE: 






Ut i li ty 




FILE SEGMENT: 






Granted 




P R I MARY EXAM I N E R : 






Prc-uty, Rehecia E. 




AS S I S TAJ T EXAM 1 1-.* E R 






I, on ^ton, En r i :\ le E' . 




L EGAL RE ?' RES ENTAT I' 


/E: 




Sterne, Kessler, Goldstein & F:x P.L.L.G 




NUMBER OF CLAIMS: 






4 




EXEMPLARY CLAIM: 






l 




NUM3ER OF DRAWINGS 






7 j IcawLnc F : : ;-. . ; 35 Drawing Page's; 




LINE COUNT: 










CAS INDEXING IS AV. 




AB 


LE FDR 'I H I 2 PATENT. 




m ri i n i s invent. 


i on 




elates ti bi ol o 7 1 ca 1 1 y active proteins, t 


he DNA 






nc 


for them, rr cresses fcr rrenarmg there a 





ACCESSION NUMBER: I 9 9 - : 1 4 4 0 / ? US PAT FULL 

TITLE: Acer.ts af fe:::r:a thrc^osis arid hem os t as is 

INVENT2R S ; : V* : = 1 t , ; a v : :i L., Palo Al t. d , CA, United Slates 

Si nr. a, Uma, San FrariciscD, "A, United Slates 
PATENT ASSI 311 EE >S) : COR Therapeutics, Inc., South San Francisco, CA, United 

Stages :U.S. corpora:.; : r:: 

NUMBER KIND DATE 



PATENT IN FORMAT I PN: US 9337679 1 ? 9 3 1 1 1 7 

APPLICATION INFO.: US i 9 9 o - 4 6 - 3 0 I 19 950606 (3) 

-.ELATED APPLN. INFO.: Division of Ser. No. US 1994-263003, filed on 29 Jun 

1-94, now patented, Pat. No. US 558?107 which is a 
cintiniUion- m-par:t of Set. No. US 1994-24 -777, filed 
on 26 May 19-4, now patented, Pit. No. US 5397799 which 
is a continuation of Ser. No. US -803 32 9 which is a 
tint inu.iti.on- i.n-part of Ser. No. US 19 90-57 3 64 6, filed 
on 4 Sep 1.-90, now patented, Pat. No. US 52 78144 

DOCUMENT TYPE: Ut.i 1 i. ty 

FILE SEGMENT: Granted 

PRIMARY EXAMINER. : Fleisher, Mmdy 

ASSISTANT EXAMINER: Degen, Nancy J . 

LEGAL REPRESENTATIVE: Morrison 4 Foerst.ec LLP 

NUMBER OF CLAIMS: 4 6 

EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS: 23 Drawing Figure(s); IS Drawing ?age(s) 

LINE COUNT: 2 0 92 

CAS INDEXING IS AVAILABLE FOR THIS PATENT . 

A3 Analogs of blood factors which are transiently inactive are useful in 

treatment of diseases characterized by thrombosis. In addition, modified 
forms of activated blood factors that generate the active blood factor 
in serum but have ^xt^-ndea half-lives ire useful in treating hemophilic 
conditions. These modified forms of the blood factor may be ucylated 
forms whioh are slowly deacylated in vivo. 

CAS INDEXING IS AVAILABLE FOP. THIS PATENT. 

LI 04 ANSWER 12 8 OF 189 U 5 FAT FULL. 

ACCESSION NUMBER: 1 9 9 8 : 1 3 1 5 4 2 US PAT FULL 

TITLE: Methods for detecting genetic mutations resulting in 

protease inhibitor insufficiencies 

INVENTOR(S): Rubin, Harvey, Philadelphia, PA, United States 

Cooperman, Barry, Penn Valley, PA, United States 
Schecnter, Norman, Philadelphia, PA, United States 
P.lotni ck, Michael , Havertown, EA, United States 
W a n g , Z h i Me i , Philadelphia, P A , United S t a t e s 

PATENT ASSIGNEE(S): The Trustees of the University of Pennsylvania, 

Phi laaelphi a, PA, United States (U.S. corporation) 

NUMBER KIND DATE 



PATENT INFORMATION: US 5 32 7662 1 9 9 A 1 -h2 7 

APPLICATION INFO.: US I 9 -6 - 72;. 7 68 1 9961;": 13 

RELATED APPLN. INFO.: 2: r. : l nua 1 i on - 1 n - p a r t. : f Ser. No. US 1 99 . -27 9 36 , filed 

on 19 T ul i 9 9 4 , now patented, Rat. No. US 56 122 94 whicr 
is a continuation- m-part of Ser. N : . US .994-229236, 
filed on 1 : : Apr 1 9 94 , now aba ndined which is a 

on ;i Xa r -994, now patented, Pat. No. US 372 3 ?! 6 And 
Ser. N:. US 1994- 221 0 7 s :, filed :n 3 1 Mar 19^4, new 

Pat. No. US 26 74 7 93 , each Ser. No. US who oh 



c on.t i nua 1 1 or: - i : 
d on 1:> Jan i-R 

r.trd, Par. No. ; 
-ted, Pat. No. \ 



now C'ater.tt 

^ 5 3 5 , file-: 

4, filed o: 



1 9 9 3 - 5 9 C 



• 3t 



Jul 



1 V _ .S _ :. 



:i o w 
of 



PRIMARY EXAMINER: Wax, Rj^er: A. 

ASSISTANT EXAMINER: Moore, wiiii^mw. 

LE^AL REPRESENTATIVE: lav; Offices :■ f lane Massey Lic^ta 
NUMBER Ir CLAIMS: 
EXEMPLARY CLAIM: 1 
LINE COUNT: 1 jlc 

CAS INDEXIN3 IS AVAILABLE E1R THIS PATENT . 

AE A method of produtmg a recombinant serine pi jtease inhibitor capable of 

effectively modulating serine protease activity is provided. 
C omp js l ti ons capable -of modulating serine protease activity and use of 
such compositions to regulate inflammatory processes in cells are also 
io r ovi de d . 



:as indexing :s available 



THIS PATENT 



,104 ANSWER 12 9 OF 18 9 USPATEULL 



ACCESSION NUMBER: 
TITLE: 

INVENTOR'S) : 



PATENT ASSIGNEE (S; 



1993: 112004 USPATEULL 

Bovine pancreatic trypsin inhibitor derived inhibitors 

of factor VI I a- tissue factor complex 

La seers, Ignace, Antwerp', Belgium 

Re Maeyer, Marc, Gr oot -B i j ja a rden , Belgium 

R.ipka, William Charles, San Diego, CA, United States 

Convas International, Inc., San Diego, CA, United 

S t a t. e s (U.S. c o r o o rati o n ) 



NUMBER 



KIND 



DAT: 



P AT E N T I N EC' R.MAT ION: 
APPLICATION I NEC. : 
RELATE!' APPLN. INFO. 



DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 
CA.i 



US 0 30 79 3 '3 1 ~ J 9 

US 1 0 0 3-36-32 3 1 . 9'9 

Con t i nua t i on - in -pa r t of Ser 
on 2 0 Sep 1992, now abandoned which 
continuation- in-part of Ser. No. US 
on 13 Jul 1992, now abandoned 
Uti 1 i ty 
Granted 
Wax, Robert A. 
Kawa i 

■S Lyon LLP 



19 15 

) 7 0 1 ( 8 ) 

No. US 1992-902301, filed 
is a 

1992-913232, filed 



Lau , 

Lyon 
4 



Page 



VIIa-TF complex with an 



10 Drawing Figure (s); 3 Drawing 
37 00 

INDEXING IS AVAILABLE FOR THIS PATENT. 

rompounds derived from 3E'TI wruch inhibit factor 
inhibition constant of Less than 5 30 nM, their pharmaceutical 
compositions, and methods of use. Also disc: hosed are isolated nucleic 
acid segments encoding for the compounds, vectors comprising the nucleic 
acid segment ana prom:ter, transformed hest oells, and a method for 
preparing the compounds using transformed host cells. 



IS AVAILABLE FOR 



134 ANSWER 130 CY 
CCE33I CN NUMBER: 



ce.is engineered to pr: 
_r. surrogates, and uses 
>s, Dana M. , Chanel Hi 1 ! 



: p n tzr r vCO n t: z> V s ^ t 




■13 ER 



PATENT INFORMATION: 
APPLICATION INF! . : 
RELATED APPLN. INFD. 



DOCUMENT TYPE: 
FILE SF/SMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS : 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



1 0 0 -4 64 D S 
: t i n u a t. i o n - 



or 



1 



1 



1 ■ 



-h is 
'-4 - i-?o: 



1 M. 



i ^3 03 J 4 
1 l^oOoOo (3) 

in-part of Ser. N :> . US 1994-322137, filed 
4 which is a rontinudLion-m-part of Ser. 
09 31 3, filed or. 2 3 Sep 1 9 94 , now abandoned 
ncinuat Lon- ir: -part of Ser. No. US 
filed on 31 Car: 1^4, now abandoned whicn 
ti on- m-; art of Ser. No. US 1993-4 1431, 
ar 1993, now abandoned 



li o . 
wh i 
1 

is a i" o n 
filed on 
Uti 1 i ty 
Granted 
Fetter-, Tames 
Yuoe 1 , [rem 

Lahive ■& Cock fie Id, LLP, DeConti, Jr., Giulio A., Kara, 
Catherine J. 



14 Drawing 
67 31 



Figure (s); 13 Drawing Page ( s ) 



P, 



CAS INE'EXING IS AVAILABLE FOR THT 
A? Yeast cells are engineered to 

system protein (e.g., enzymes 
transporters of a factor, pher 
peptide modulator of the sutrrc 
inhibition or activation of th 
s o 1 e c t a b 1 e trait of the yeas t. 
the signal-to-noise ratio of t. 



TENT . 

express both a surrogate of a pheromone 

involved in maturation of: . alpha .- factor, 

omone receptors, etc.) and a potential 

jate- , in such a manner that the 

e s u r r o g a t e a f f e c t. s a scr e e n able or 

r el 1:5. Various additional features improve 

he s c re en i ng/ selocti on system. 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



LL04 ANSWER 131 OF 189 USPATFULL 

ACCESSION NUMBER: 1993:72722 US PAT FULL 

TITLE: Process for production of inhabited forms of activated 

blood {actors 

INVENTORY S ;■ : King, Robert, Fremont, CA, United States 

PATENT ASSIGNEES): COR Therapeutics, Inc., South San Francisco, CA, United 

States (U.S. corporation) 

NUMBER KIND DATE 

PATENT INFORMATION : US 3 7106'? J 1 ? }3 0o2 3 

APPLICATION INFO.: US 19 96-774 592 1-9612 30 (3) 

RELATED APPLN. INFO.: Continuation cf Ser. No. US 1^ 9 4 - 3 3 0 97 8 , filed on 23 

Oct 1 9 9 4 , new patented, Pat. No. US 5539571 
DOCUMENT TYPE : Ut lilt y 

FILE SEGMENT: Granted 
PRIMARY EXAMINER : Degen, Nancy 

LEGAL REP?. E S E N T AT I V E : Morgan, Lewis 5 r ock.ius LLP 
NUMBER 3 F CLAIMS : 3 1 

E X EM P LA r . Y 0 LA I M : 1 

NUMBER 9F D9AWINGS: 4 I; rawing Figure ■' s , ; 4 Drawing Page's- 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AS A pre re 5 s for producing a highly purified preparation of an inhibited 



rrenarat i on containing the rl^oa factor of ::.te:est, ::eatmq th 



i r.r.i ^it e U a ; 



hibitei a::.iva:rd Mooi fj;i:r. 



4 ANSWER 132 jF 139 US PA ! Fl 'L L 

LE: Bovine par. :reai:: trypsin inhibitor derived 

inhibitors of factor XA 

) : Lasters, Icnaoe, Aritwe rr en , Belgium 

Pe Kaeyer, Mate, G too t - B i j gaa r den , Belgium 
Ripka, William Otarles, San Diego, CA, United 3:ates 
PATENT ASSIGNEE(S): Corvas International, Inc., San Diego, CA, United 

States (U.S. corporation) 

NUMBER KIN!) DATE 



PATENT INFORMATION: US 574744^ 19 9 3 050 5 

APPLICATION INFO.: US 1^3-3oc30 19930701 (3) 

RELATED AFP IN. INFO.: Continuation-in-part of 3er. No. US 1992-913232, filed 

on 1? Jul 19 92 
DOCUMEN r TYPE : Ut i 1 i ty 

FILE SEGMENT: Granted 

PRIMARY EXAMINER: Patterson, Jr., Charles L. 

ASSISTANT EXAMINER: Lau, Kawa.i 

LEGAL REPRESENTATIVE: Lyon i Lyon LLP 
NUMBER. OF CLAIMS: 3 
EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS : 3 Drawing Figure (s); 7 Drawing Page(s) 

LINE COUNT: 2111 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

A3 A compound derived from BP7I which inhibits Factor Xa 

with an inhibition constant less than c - f J nM . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

LI 34 .ANSWER 133 OF 189 USPATFULL 

ACCESSION NUMBER: 1993:39504 U SPAT FULL 

TITLE: Inhibitors of factor Xa 

INVENTOR.: S): Brunck, Terence Kevin, San Diego, CA, United States 

Webb, Thomas Roy, Encinicas, CA, United States 
Ripka, William Charles, San Diego, CA, United States 

PATENT ASSIONEE(S): Corvas International, Inc., San Diego, CA, United 

States (U.S. corporation) 

NUMBER KIND DATE 

PATENT INFORMATION: US 57391 12 19 9804 1 4 

APPLICATION INFO.: US 1 "9 9 5- 4 6 = 1 1 5 19950605 (8) 

RELATED APPLN. INFO.: Continuation of Ser. No. US 1993-168964, filed on 15 

Dec 19 93 which is a cc ntinuation-in-part of Ser. No. US 
19 92-9^1204, filed on 15 Dec 19 92, now abandoned 

DOCUMENT TYPE: Ut.i 1 i ty 

FILE SEGMENT: Granted 

PRIMARY EXAMINER: Tsarc, Cecilia J. 

AS S 1ST A! : 7 EXAM I N E R : I. u < t o n , D a v i d 

LEGAL F . E P R E 5 E N T AT I V E : Lyon & Lyon LLP 



a:::v::y against r.arr.a 1 ; a:: factor Xa are d:s:lDse:u 
The novel compounds :n:iu;le peptide aldehyde analogues 
having substantial potency i:nd specificity .-.s 
inhibitors :f mammalian factor Xa arc 

f urther disclosed. One .;:or.n j-r.ds are thought, useful as 



marrma I s . Intermediates use: 
"ids are .i.I so disclosed. 



inhibitors or factor Xa in vitro a: as a 
therapeutic agent ft: the prevention, a:; 
characterized by abnormal. ::accxoi-is ir: 
for: the j: i epa rati on :: f the n :>ve 1 oomp 

CAS INDEXING IS AVAILABLE FOR THIS PATE';?. 

Li 04 ANSWER 134 OF 189 U S PAT FU L L 

ACSESSIoN :;UMBER: I 99: : 3^4 H:- U 5 PAT FULL 

TITLE: Tissue fa :;t or mutants useful for the treatment of 

myocardial infarcti.cn and o oagulopathic disorders 

INVENT Jr. ( S ■ : Roy, So urn tr a, San Francisco, CA, United States 

Veh a r , 0 o :ti on A . , San Carlos, CA , United States 

PATENT ASSIGNEE'S): Genente ::n , In:., South San Francisoo, CA, United States 

■'U. S. :o iteration) 

NUMBER KIND [ i AT E 

PATENT INFORMATION: US 5739 10 1 19983414 

APPLICATION INFO.: US 1995-440314 199505 15 (3) 

RELATED APPLN. INFO.: Division of Ser. No. US 1994-246973, filed on 20 May 

1994, now patented, Pat. No. US 5539363 which is a 
division of Ser. No. US 1991-714819, filed on 13 Jun 
1991, now patented, Pat. No. US 5346991 

DOCUMENT TYPE: Utility 

FILE SEGMENT: Granted 

PRIMARY EXAMINER: Jacob son, I'i.an C. 

LEGAL REPRESENTATIVE: Kubmec, Jeffrey S. 

NUMBER OF CLAIMS: 7 

EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS : 12 Drawing Figure (s); 7 Drawing Page(s) 

LINE COUNT: 24 8 2 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB A tissue factor protein mutant capable of neutralizing the ability of 

endogenous tissue factor: to induce coagulation .is provided. A 
representative tissue factor mutant designated PD165A, K166A TF is useful 
in a method for inhibiting thrombin- induced platelet aggregation in a 
mammal, either separately or in combination with a thrombolytic agent, 
an anticoagulant, or a G P I I . s ub . b 1 1 1 . s ub . a in h i b i t o r . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

L104 ANSWER 135 OF 189 b'SPATFULL 

ACCESSION NUMBER: 1 998: 1 2 1L') US PAT FULL 

TITLE: Trypsi n Inhibitor s 

INVENTOR ( 3 ,= : Brunck, Terence ?' . , San Diego, CA, United States 

Pete, Michael G . , San Diego, CA, United States 
Pearson, Daniel A., Sol ana Beach, CA, United States 
Webb , T n c ma s R . , Encinitas, C A , Unite d S t a t e s 

PATENT ASSIGNEE(S): Corvas International, Inc., San Diego, CA, United 

Stat.es :U.S. co rpc- r a t i on ) 

NUMBER KIND DATE 

PATENT INFORMATION: US : 7 I 4 : 8 ; 19 98025;* 

APPLICATION INFO.: US 1 9 9 5 ■ 4 5 5 9 7 4 19950281 f ~ ) 

RELATED APPLN. INFO.: Continuation of Ser. No. US Ih^-1 1666, fired on 29 Jan 



p ,i 1- 



5 5 3 4 4 9 3, issued on 



Can 19 92, new abandoned 



;t examiner: 

'T'T ■ 



Huff, 



■ - r * - - 

^heela 



CA5 11* j r.A i . . o i o . ml L-rtd L. .". r c E . n . o r'^l i . 

A3 Novel compounds hav..r.q activity against trypsin are disci-: sed. 

Sp e c i f i ca 1 1 y , neve I peptide aldehyde analogues that, 
have substantial potency and specificity as inhibitors of 

mamma I ian pancreatic trypsin are presented. The compounds are useful in 
the prevention and treatment of the tissue damage c r destruction 
associated with pancreatitis. 

cas indexing is available: for this patent. 

1 



LI 34 answer 13-: o 

ACCESSION NUMBER: 
TITLE (ENGLISH) : 



E'CTFULL OoPYRIGHT 2002 Univentio 
1 - }~05: 4 o ?■ P2TEULL ED 2DQ205 14 

CONCUGATES OH DITHI0CAP.3AMATES WITH PHAR>lA:OLOGICALLY 
ACTIVE AGENTS AND USES THEREFOR 



TITLE (ER 


ENCH) : 




COIUUGUE 




DITHIOC 


ARBAMATES COMPRENANT 


DES AGENTS 








PHARiMACO 


LOG I 


VUEMENT 


ACT I 


ES ET UTILIS 


ATIONS DESDITS 








C DNUUGUE 


















INVENTOR ( 


S ) : 




LAI , Chi 


r.g-S 


a n 














PATENT AS 


S IGNES (S 


) : 


MEDI NOX , 


INC 


• / 


LAI , 


Jhi ng-San 






LANGUAGE 


OF publ. 




Eng 1 i sh 


















DOCUMENT 


TYPE: 




Patent 


















PATENT IN 


FORMAT 10 


N: 


























NUMBER 








KIND 


DATE 












Wj 'r<8554 










Al 


19981210 






DESIGNATE 


D STATES 




AD AM AT 




AZ 


DA 


3 3 


BG 


BP. BY CA CH 


ON O 


} CZ DE DK EE 








ES FI GB 




GH 


GM 


GW 


HU 


ID IL IS CP 


KE K' 


'; KP KR KZ LC 








LK LR LS 


LT 


LU 


LV 


MD 


MG 


MK MN MW MX 


nc- n: 


; PL PT RO RU 








S D SE SO 


SI 


SK 


SL 


TJ 


TM 


TR TT UA UG 


us u; 


: VN YU ZW GH 








GM KE LS 


MW 


SD 


SZ 


UG 


ZW 


AM AZ BY KG 


kz m: 


' RU TJ TM AT 










DE 


dp; 


E3 


FI 


FR 


GB GR IE IT 


LU M: 


2 NL PT SE BE 








BJ CE CG 


CI 


CM 


GA 


GN 


ML 


MR NE SN TD 


TG 




APPLICATI 


ON INFO. 




WO 19=* 8- 


US 1 0 


2 






A 


19980519 






PRIORITY 


INFO. : 




US 1^7- 




- * 


158 






199 7 0604 






A&EN In 


a z zo rda 


nee wi 


tn tne p. r 


e s e n 




invent i on , 


there are p r o v i ■ 


led conjugates 


of 


nitric 


oxide 






















avenge r s 


(e.g. 


, di throe 


a r b a ma 


tes, 




r DC 


) and pharma 


cole 


jically active 


a j 


ents (e. 


NS 


AI Ds ) . 


















In 


vent i on 


con ] uga tes p r ov 


i de 




new 


cl 


ass 


of pharma::o.l 


ogic 


illy active 



agents ( e . g . , an t i - 1 n f L arnrna t o r y 

agents) which cause a much lower incidence of side-effect:-, due to the 
p r o t e c 1 1 ve effects impar t. e d c- y 

modifying the pharmacologically active agents as described herein. In 
addition, invention conjugates 

are more effective than unmodified pharmacologically active agents 
because cells and tissues 

cent a -tec by the- pha rm a c : 1. o j i ca 1 1 y active agent's) are protected from 
t n e p c tent l a 1 1 y d a ma g i n 

effects of nitric oxice :ver: rcda:ti:c induced thereby as a result of 

oxide scavenger 'e.g., d i t r. i :■ ca rbam a t e ; , in addition to free 
pharmacologically a ct i ve a dent, when 
invention conjugate- is cleaved. 

' d 1 1 n i o ca rb ama t e s ou D2, 
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O C'::.il'u.':'5 OU COS li SiUS p^d T'ES 

son: pr;teges :or;t. re les ettets p o t en t 1 e 1 1 ement de t er i o rar.ts ae la 
surpr cdu ot i on de monoxyae d'azote 

amsi iriduite par la co: ::ductior: d'accepteurs de monoxyde d'az::e (des 
a L t h i o c a r b ama tes, p- a r 

exenple) , a La quelle s'ajoute re lie d ' un agent Libre pnarmacol :g.iquement 
art if Lorsque le conjure 
est olive. 
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compositions and 

variants thereof spe :: l f l z a L 1 y Localize to the bOood vessels within a 
vascularized tumor following 

systemic administration. The invention therefore provides methods and 
compos it ions comt't is in j 

coa .jular.t - deficient Tissue Factor for us*:.- in effecting specifio 
ooajulution and for use- in tumor 

treatment. The TF compositions and methods of present invention may be 
used al:ne, as TF con; uqat.es 

with improved half-life, ;r in c : mjo i na t i on with other agents, such as 
o on vent i i n a L chemotner apeutic 

::u;s, targeted i^^cocns, targeted coagul i g ; nds , and/or in 
r omo i ra 1 1 : n with Lire: '/ 1 1 a '• FYI I a ;• 
o : V BY 1 la a s to v at or: . 



presente invention a trait a la :le:o 
o ills at ion spool f i q.o de 
repositions de t h r omr op I as tine tissula: 



interessante de 



' T F ) et de varian 



sar. u.iins, a I'ir.terieur d ' une :u^eu: vascui a r i see, a la suite d ' ur.e 
ai^.i p.iitratior: syste.ri que . 

1 ' i r.ver:: ion :;^:e:ne done ies r.e:h:des e: c orrp ■ : s 1 t 1 : ns c z=rr.p r enant une 
ueficiente er. coagulants aeitir.ee a e: re ut:l:?ee p:ur e: :e::uer ur.e 

invention peuver:t etre 

^il i.sees se-ief , e omme v:ue5 de TF r reser.: ant .ne demi-vie 

aroeUizree; cu er :: omr i r a 1 = : r ave: 

2'a;:tes ^er.ts, eels ::^e ces me ai 2 amencs chimi ::herapeu:.i quos, des 
1 mm un : t ox 1 res ciblees, des 

ooaguligands c ib 1 es ; e:/ou er; r^mhunai.sori avec ur. Facteur VI la ( FVI la ) ou 
des act 1 vateurs de FVI la. 
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ABEN This invention relates to heterocyclic inhibitors of the enzyme 
thrombin, their preparation, 

and pharmaceutical compositions thereof having general formula (I), 
wherein W, X, Y Rl to R? are as 

defined herein. Also, the invention relates to the use of such compounds 
and compositions as 

anticoagulants and as agents f:>r the treatment and prophylaxis of 
thrombotic disorders such as 

venous thrombosis, pulmonary embolism and arterial tnrombosis resulting 
i n a cu t e is chem i c e ve n t s 

such as myocardial infarction or cerebral infarction. 
ABFR L ' invent i on cor.cerr.e des inhibiteurs he t e ro eye 1 iques de 1' enzyme 
thrombire, la preparation de 

■ceux-ri ainsi que des c ompos i t i ons pha rma ceut 1 ques contenant ces 
inhibiteurs possedant la f'ormule 

generate (I), dans laqielle W, X, Y, Rl a R?- pissedent les notations 
donr.ee s dans la description. De 

me me LU invent! in se rarrorte a 1 ' ut i 1 i s a t i on tie tels ct'mroses et 
t z rrp c sit i o.n s , en t ant 

iC in: 1 c 0 a gu 1 an t s et agent.s destines au t r a .1 cement et a la prot hy 1 axie 
ce troubles t n r : mb 1 1 ques , 

tele que la t.nromrcse vei reuse, 1 ' emboli e puimcnaire et la tnrcmbose 
arterielle, lesqueis 

surviennent lors d'accidents ischemicues aicus cemme 1'mfarctus du 
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The 'beta' - sheet mi met i cs 

have utility as protease and kinase inhibitors, as well a; 
transcription fa :tors . 

Methods of the invent ion include administration of a ' beta ' - sheet, 
mi me tic, or use o f the s a me f o r 

the manufacture of a medicament for treatment of a variety of conditions 
associated wx t h t h e 

targeted protease, .Kinase and/or t rans cript.i on factor . 

L' invention concerne des mimet.iques de f eu i Diets beta et des precedes 
i es conce rnant . Les 

mime t i ques de f eui 1 le t s beta s ont ut i 1 es comme i nh i bi teu r s de protease 
et de kinase ainsi que cemme 

inhibiteurs de facteurs de t rarscription. Des precedes de I'm vent ion 
comp rennent 1 ' a dmi n 1 3 1 r a t 1 on 

d'un mimetique de feu.iiiets beta :u 1 ' uti 1 i sation dudit mimetique pour 
fabrLquer un medicament 
dest me au t raitemerit d ' une va 1 le 
protease, a la k i na s e e t / ou 
a u f a c t eu r ce t r ar.s z r 1 1 t i : n ci bie 
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bo r :>n - containing peptides are 

provided. The serine protease mhiitors comprise a catalytic 
site-directed moiety, which binds to 

and inhibits the active site of a serine protease, and an exosite 
associating moiety, which are 

joined by a connector moiety. The catalytic site directed moiety and the 
exosite associating moiety 

are capable of binding simultaneously to a molecule of the serine 
protease. 

ABFE L 1 invention concerne des inhibiteurs bi f oncti onne Is de la serine 
protease et des precedes de 

preparation de peptides contenant du bore. Ges inhibiteurs 
comprennent une fraction cataLytique 

dirigee qui se lie au site act: £ d'une serine protease et 1 ' inhibe, et 
une fraction se Li ant a un 

exosite, ces deux fractions etunt reunies par une fraction de couplage. 
La fraction dirigee 

ca talytique et la fraction se : iant a un exosite sort capables de se 
lier simu L tanement a une 
molecule de la serine protease. 
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Sr.ter^:! Mealir.e: 19 9: j 3 0 6 
AB A series of low T.cTe :'A i: weight: peptide inhibitors 

factor Xa, unrelated :.. : any previous '.y described, was 

identified r. y s: reemr.: a :3.Tii:ir:a:or :al peptide library composed 

of L-amino acids. Ine minimal inhibi t or y sequence is a triteptide, 

L - t yr os inyl - L- is ol eucyl - L-a r i;i ny L , which competitively inhibits the 

hydrolysis of small -oh r omogeni c substrates by factor Xa 

but binds in an :i lentation which prevents a productive nu oleophilic 

attack by serine J 3 c j of the catalytic triad on the carbonyl carbon of the 

ca rrooxytermi na 1. arginine. The initial leads identified in an 

octamer combinatorial peptide Library ranged in potenoy from 4 

to 15 mi.croX. These peptides were modified into peptide 

mimetics with a greater than 1000- fold increase in potency while retaining 
unusual selectivity for factor Xa over the 

related serine proteases thrombin, factor Vila/tissue factor, plasmin, 
activated protein C, kallikrein, and trypsin. One of the most, potent 
analogues, 5 EL 2711, with a Ki of: 0.003 microM for factor 
Xa and 4 0 microM for thrombin, is active in in vitro and ex vivo 
coagulation assays, suggesting the potential application of these 
inhibitors in anticoagulant therapy. 
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7AAX, peptides binding to SHO domains and MHO- I and/or MHC-II 
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represent* H ou un substituant sur le jroupe amino K-termmal, aa3 
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amide, cont».-nant. Cypiguement 
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an inhibited activated firm in a single o 
resulting inhibited a r.t i vated 
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ABEN The present, invention relates to the re::mrTnant production of 
amp-hiphi 1 i c peptides with 

biologically and therapeutically significant activities. In one 
trmh'Oaime-t, this invent.! on relates 

to re comb i n ant.1 y producing an amp h i pTi i ■ i -c peptide by providing 
a p- ro teas e - deficient mi crobial host 

transformed with an expression vector containing DMA that encodes the 
amphip-hilic peptide under the 

■ccctr -.1. of a regulatory sequence operable in the mi crobial host and 
e xp> r e s s i n } t. n e amp-h i p h 1 1 i c 

peptide in the t ran formed microbial host. In another 
embodiment, this invention relates to providing 

an E. coll p rot ease -de ficient K-12 cell transformed with a vector that 
expresses a cleavable fusion 

protein comprising at least part of a carbohydrate binding protein and 
t h e amp* h i p n l I i c pept i de L n 

the cell, expressing the fusion protein in the cell, and cleaving the 
fusion protein to obtain the 

amphiphilic peptide substantially free of ca r b :-hyd r a te binding 
protein residues. The bio L eg i ca 1 1 y 

active amph l p>h i 11 c peptide so produced can be further treated 
c h em l c a 1 1 y : r e n z yen a t i c a 1 1 y t. :■ : r t. a i n 

a chemically distinct ampnipOnilic peptide wi.th improved 
bicL::pical ana therapeut i : properties. 
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amp-hiphi I es 3u i presentert des 
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p resentant une def i cience en protease, transfc rme a 1 ' aide d 1 un vecteur 
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AON cocant ce peptide amp hip hole sur ccrtmande d ' une seuuerice 



I'hcte mi :r ibier., et a exp rimer ;e peptide amp:hiphile aans 
i'hote micr:bien transfcrme. "Jne autre 

van ante :ie 1 ' invent i : :i ccrsiste a prendre une cellule K- 12 d ' E . :oli, 
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A5FF Un catheter externe pour lea .nnes comprend une gaine venue d'une piece 
a ve c une p>a r t i e 

resserree (1) forman: un tu:>e de drainage, ::e systeme etant raccorde par 
an r ac co r d ( 5 ) a une 

:andui:e de drainage. Pour ::a-::il iter le montage de la par tie resserree 
(1) fcrmant un tube ae 

drainage sur le :a :c: r 'i -ne pcrticn terminale du tube de drainage 

au niveau de son cnrice est 

a i v i s e e en ^eux sections ( 2 - 3 i a a m o i n s . 
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on provides a method of treating a neurodegenerative 
n patient. This method includes selecting a patient 
the presence of a neurodegenerative pathology 
anced Calpain activity and monitoring the patient for 
t or existence of such a pathology. In response to 
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Ab This invention provi:irs a met nod of i .nhifc l :. : g coagulation in 

extracorporeal circulation in a subject, comprising administration of a 
therapeutically effective amount of a monoclonal antibody which inhibits 
the ability of tissue fa:co: to bind to faotor Vll/VIIa. The method 
prevents complex format io>n between tissue factor and factor VI I /VI la and 
thus inhibits coagulation of blood in extracorporeal procedures such as 
:ai Jicpulmonary bypass and other shunt procedures. .Anti-tissue factor 
monoclonal antibodies pr:duoed by hybrid:ma :ell lines TFS-5G? or 
TFr , -oB4 may be used ir. the claimed methoas. 
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I hi.? invent i ori rei i:es to novel r 1 ol og i :a I 1 y a:rive molecules which bind 
:o ;hd inhibit thromrun. Ihese molecules comprise a catalytic site 
mr-oted :n:iety ( sSDM) of tee formal a: ##STkl## wherein X is hydrogen or 
is cha r a :::.e n ::e i by a backbone chain consisting of £ r om 1 to 103 atoms; 
P. . sub.l is seiecte:; from the group consisting of unsubs tituted, 
mono - subs t i tuted, lii -s abs ti t ute:i and t ri - s ubs t i t uted saturated ring 
structures; R.sub.S is a bond or is characterized by a backbone chain 
■consisting of from 1 to 5 atoms; P.. sub. 3 is a bond or is characterized 
by a backbene chair": consisting -of from 1 to- I atoms; P.. sub. 4 is any 
amino acid; R.sab.o is any L-amino acid which comprises a guanidmium- 
oi amm o - c : nta mi n g side chain group; R.sab.r is a non-amide bond; and Y 
is cr. a r a cte r i zed by a backbone chain consisting of f: r :m 1 to P atoms; or 
the formula: # #3TrA # # wherein R'.sub.l is selected f: r om the group 
consisting of uns ubs t i t u t e :t , mono - subs t i tu ted, ci . - subs tituted and 
t r i - subs t i tut ed ring structures; . sub. 4 is any amino acid comprising a 
side chain group characterized by the capacity to accept a hydrogen bond 
at a pH of between about o . b and ■* . b ; and X, R.scub.S, R.sub.3, Fa sub. 5, 
Fa sub. t- and Y are defined as above . Preferred thrombin inhibitors are 
further characterized by a anion binding exosite associating domain 
( AB EAM ) and a linker p o r t i o n of betw e e n 1 6 . AN G . -a n d 4 2 . ANG . i n length 
which connects the Y to the A3SAK. This invention also relates to 
compositions, combinations and methods which employ these molecules for 
therapeutic, prophyLactic and diagnostic purposes . 
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CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AB The invention includes a class of compounds that inhibit the specific 

proteolytic activity of the bimclecular complex 1 [ T F : VI I ./VI I a ] that 
initiates the blood oooagu 1 a t i on systems. Both reversible and 
irreversible inhibitors are disclosed. 



The invention encompasses the use of inhibitors of the active site of 
the factor VII and Vila component of [ TF : VI I /VII a] as diagnostic 
reagents, as analytical reagents, and as therapeutic drugs. 

The invention incLudes the compounds based on the following general 
formula for both reversible and irreversible selective inhibition of 
[TF:VII/VIIa] . ##STR1 *f # 
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CAS INDEXING IS AVAILABLE EOR THIS PATENT. 

AB According to the present invention there are provided novel surst rates 

for the determination of enzymes, and especially of the peptide 
hydrolases such as angiotensin- cc nverting enzyme, trypsin and similar 
enzymes, and aminopept idase- P, and to a process for the determination of 
these enzymes, whicn comprises contacting a biological fluid containing 
said enzyme with said substrate, which is cleaved, resulting in a 
pronounced fluorescence which is measured, thus giving a quantitative 
measure of the enzyme. 
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A BEN The present invention provides compositions, therapeutic combinations 

and methods including: la) at least one sterol absorption inhibitor; and 
(b) at least one blood modifier, which can be useful for treating 
vascular conditions and lowering plasma levels of sterols. 

ABFR L' invention concerne des compositions, des combmaisons therapeutiques 

et des precedes reposant sur I ' u t i 1 i sa ti on : (a) d'au moins un inhibiteur 
d ' abs :-rpt i on des sterols; et. '-\:>) a'au moins un modificateur sangum. Ces 
compositions, combmaisons therapeutiques et precedes p-euvent etre 
utiles pour le traitement des troubles vasculaires et pour la reduction 
du de jre de concentration plasmique des sterols 
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IS AVAILABLE FOR THIS PATENT. 
D5iti?r.s and meth:ds for t he therapy and diagnosis of cancer, 
icular.ly ovarian ;ancer, are disclosed. Illustrative compositions 
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referred to as K3F-2 also formerly <::cw:. as Fioro blast Growth :a:::r 12 

r: ovel r^t ir::. !:orT.3 of F^F-i that sr. :•>; e.uh a.uce i activity, increased 

A3 FR L a presente i riven t 1 :n o;riuerr.e des p :» I yuu :i e ;t : aes , ?,e.s p : .1 ypep t i des 

:>:■£ p : lyr: uc I e :>t. i des -.-t : :il y: : i i^.B, ainsr q^e 2 a production de ces 

prefer. :.e invent, ion est n fact eur :;e :r :-L3sar.>"' des <e r a z i n ccy tes , 
pa: f is sign ale ci- cess: us sous 1^ nom generigue de & ±t:-:2 -E 4 ; FSF-2 
S^x22 6o; et egalement ecnnu s:us ie nom gene: i ^u-r de facteur de 
nnssanc-r des f it- r cbl a s tes 12 FGF-12). La presente Invention con cerne 
egalement 1 ' ut i 1 is a t l on the rape:.; 1 i que du KGF-2 pour p'romouvoir cu 
ii-:-:elerer la cicatrisation. 2a preserve Invention con cerne egal.emerit de 
nouvelles formes mutant es du KGF-2 presencant. une activite ameiioree, 
une plus jrande stabilite, un meil. leur rendement ou une meil leu re 
s olubilite. 
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ABEN Prtdusts wh 1 ch contain two interlinked functional moieties of which one 
is an i nt eg r in -b rnd i rig protein ;'e.g. a snake venom protein) or a 
homologue thereof. Trie products comprise a first portion which is an 
integr in-binding protein, a homologue thereof having a binding activity 
or a fragment of either whi on has m teg; r in ■■ binding activity, ana, 
ligated to the first portion, a second portion which has a different 
f urcti on. 

ABFR L' invent! on concerne des prc=dui*s qui con ti enn-n t deux fragments 
f or.ct i onnel s entrelaoes dent 1'un est une p>rot>j.ine de liaison a 
1'integrme (p. ex. une protein- du venin du serpent) ou un homologue de 
lacite proteme. Ces produits comp re nnen t une premiere part ie qui est 
une proteine de liaison a 1'mt-grine, un hcmtlogne de ladite p roteine 
ay^nt une activite de liaiscn, :: u un fragment 'de .1 'un : u I' autre ayant 
une activite de 1 iai.; jr. a 1 ' i nt eci r one ; et une . .eccnde partie liee a la 
preniere partie et ayant une tenet ten di f re rente . 
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ABEN The present invention provides compositions, therapeutic combinations 
and methods including: fa) at leas: one bile acid sequest rant ; and (b) 
at. least one substituted a ;:et i d.i none or substituted &be.ta ;- Lactam sterol 
abs o rp-ti on inhibitor wh l ch can hie useful tor treating vascular 
conditions, diabetes, obesity and Lowering plasma levels of sterols. 

A5FF'. L' invention concerr.e des compositions, des coirlmaisons t he r apeut i ques 
et des precedes r epos ant sur 1 1 uti 1 i sat. i or: : (a) d ' au moins un chelateur 
des acides biliaires; et (b) d'au moins un inh.ibite.ur d ' absorption des 
sterols d ' azetidiriono ou de t'D.adactamino a substitution. '>s 
compositions, comb i na i sons the i apeut i ques et procedes peuvent etre 
utiles pour le triitoment des troubles vasculai res, du diabete ou de 
1 ' obesite et pour la reduction du degre de concentration plasmique des 
sterols . 
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AB EK A Z E 2 mod alating z :-mp :> u r.ds f o r t he t re.-i t mer. t o f body disorders are 
disclosed. Methods of using the compounds and pharmaceutical 
:ompositiosn containing the compounds ..ire also claimed. 

ABER L 1 invention conceme des composes modulant ACE-2, destines au traitement 
de prohlemes de poids. L'mvention concern*:.- egaloment des precedes 
d 1 utilisation de ::es composes et des compos i t i oris pin a rmaceu t i ques 
c o n t e n a n t 1 e s d i t s composes. 
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A3EN The present inventio 

cancer cell membranes, known as BCMP 7, in the diagnosis, screening, 
treatment and p> rophy lax: s of breast cancer, as well as compositions-, 
comprising BCMP 7, including vac:;mes and antibodies that are 
immune speci f i c for 30MP 7. 

A3ER La preserve invention roncerne L ' ut i 1 l sa t i : n d ' une proteine presence 
dans des membranes celluiaires de cancer du se.m, -:onnue en tant que 
BCMP 7, dans le di agnos t i c , le crib luge, le traitement et la prophylaxie 
du cancer du sein. L" invention concerne egalement des compositions 
contenant BCMP 7 et. des vacoins et anticorps immunospecif iques a BCMP 7. 
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AEEN In accordance with the present invention, there are provided conjugates 
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active agents (e.g., .inti - inflammatory agents) whi rh cause a much lower 
incidence of si de-e f : e-ct s due to the protertivo effects imparted by 
modifying the pharmacologically active agents as described herein. 
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p ha rmac o 1 o gi quement .:Ctifs 'par exemrle, --{'agents anti-.m f 1 ammatc i res ) 
gui prevrquent une aprarit.i:n hi en rrvomdre d'eftets serondaires en 
raisori des effets protecteurs conferes p a r La modification des agents 
p ha rma rod o gi guement actors derrits ci-des ~U3. 
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Vila and factor Xa comprises: (i) a first serine protease inhibitor 
binding to fartor Vila; Oil) a linker moiety; and (iiL) a second serine 
protease inhibitor binding to factor Xa . Also claimed are a method for 
inhibiting the two -different serine proteases factor Vila and fact: r Xa 
simultaneously and selectively when the two serine proteases becomes 
localised on the membrane protein tissue factor. The compounds and 
method are useful for prevention or treatment of F\/T Ia/Tr -related 
diseases or disorders such as deep venous thrombosis, arterial 
thrombosis, post surgical thrombosis, coronary artery bypass graft 
(CABG), percutaneous transdermal coronary angioplastry (PTCA), stroke, 
tumour metastasis, inflammation, septic chock, hypotension, AP'DS, 
pulmonary embolism, disseminated intravascular coagulation (DIC), 
vascular restenosis, platelet deposition, myocardial infarction, 
angiogenesis, or the prophylactic treatment of mammals with 
atherosclerotic vessels at risk for thrombosis. 
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derivatives. The follow-up molecules are even more promising as 
antithrombotics, and may also be useful for treatment of disseminated 
intravascular coagulation, an often fatal syndrome, so we continue working 
on this project. 
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favor isee par une uctivite de serine p r ot eo 1 y ti que (3P), oonsistant a 
adui n i 5 1 re r a un sujet 

stuff rant du susceptible de souffrir d'une infection virale une quant ite 
therapeut i quemen: e f ricace 

d 1 un rompose present ar.t une aotivite d ' i nhib l ti on de serine protease ou 
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se trouvent 1 1 ant :t. ryps me ialpha;l (AAT), des derives p-eptidiques de 
1 ' ext remite carb oxy terminal e 

de I'AAT, et des composes synthetiques artificiels imitant 1' action de 
ces composes. F'armi les 

infections vi rales preferees se trouvent les infections retrovi rales 

telles que 1' infect ion du virus 

de 1 ' immunodef icience humaine (VIH) . 
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US !99?-6D/153, 942 19^90915 
ABEN Novel compositions and methods of treating and preventing a viral 
infection are provided. A 

method of bl: eking a viral infection facilitated by a serine proteolytic 
(CP: activity is disclosed, 

wnich involves administering t.c a subject suffering or abcut tc .suffer 
f;::m a viral infe :tion a 

therapeutically effective amount of a substance having serine protease 
inhibitory activity or serpi:. 



a:tivity. Among the substances found 



are 



ialp.na; I-antitrypsi 



:AA; ; , p'ep-tide 



derivatives rrcrr. :r.e rarrcxy terrr.ir.a_ er;u :l ana syntr.e:;: aruqs 

subst an :es . Tne i::ve:;^ ::i. is particularly v:ell suited for checking a 
viral i r. f e c 1 1 on mediate:; r y 

A3FR 1 ' : r. ver. t : in ::r. re me :;;e n avel Les corrr 15 1 1 : ons et menu odes de trait emen 

1 n t e 1 1 1 1 r. vira.e. 1' : r.v-rr." i on oorceme une met no a e vi s .in a ill eerier ur.e 

car me mciv;t.e r: o:.- : 1 y: l :..e ae serine 1 : , :*ins 1st ant a dM:.n? :rer 
a un s..;.«:-:. s f rant : u 

£ us oept i b 1 e de sour frit d'ur:e Lnfecticn virale une quar.t ite 
t. he r ap»eut 1 quement -f li :a:e d'une 

substance preseritunt une activite d' inhibition ae serine protease cu 
serpir. Parmi les substances 

utiles se trouvent 1 ' ant 1 1 r yps me αL ; AAT ) , des derives 
pep- 1 i d i q u e s de 1 1 e :-: t r em i t e 

car b oxyt e rminal e de 1 ' AAT et. des medicaments synthetiques imitant 
1 'action de :es subs t. an ces . 

L 1 i n vent 1 on est pa r 1. 1 ou 1 i. e rement app rep- r i ee dans le dep-i stage d ' tne 

infectio n vi r a 1 e a me dial i on de 

memb r e 5 'de la f am i 1 1 e de s He r pe s vi ridae. 
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ABEN A novel methtd of "rearing and preventing diseases is provided. In 
part: iftlar, compositions and 

methods of bloc*oin.j diseases associated with aberrant levels of nitric 
oxide and facilitated by a 

serine proteolytic (SE") activity are disci :sea, which oonsist of 
administering to a 5ur;e:t a 

therapeutically effective ^rttunt :f a com: 0 una having a serine protease 
moor it cry activity. Among 

effeotive compounds are t. a 1 p ha ; I - ant .1 1 r '/p* ■. 1 r. and synthetic drugs 
mi mi 0 < 1 n :j seme or ill if the 
a c 1 1 0 n s o- f _ a 1 p-h a ; . - ant it r yp .;. 1 n . 
ABFR L 1 invention cincerne une nouvelle methode de traitement et de preventio 
de maladies. 

L' invention concerne en rarticuiier des compositions et des methodes 



ma i a dies asso::ees a ties mveaux ar. or rr.au x de 
favonsees car une activit.e 



c d 



a an compose presentar.: ar.e a::;v;:e a mr. : ci ~i on ae serine 
protease. Parr.i leo c:rr;p:£es 

e flic :i ce s se trcuvent I. ' ar.t i t r yr s i r.e &a Ipna ; let ae s neat came nis 
: 1. es a::i : n.s ae 1 ' ant i c : yr s : ne Salp:;a; 1 . 
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ABEN The present invention relates to a novel manor mate antigen, which 
a c c o r d r n 3 t a t he 1. n von t l on 

has been isolated and sequenced for the first time. More spec i f i ca I ly , 
said antigen is a protein 

■■■ ra 3 : nat i ng from the mite i ■; Sa r copies scaMei ) . Thus, the invention 
relates to sain antigen as well 

as to the encoding nucleic acid as defined in the claims. Further, the 
invention also relates to 

advantageous uses of the novel protein and/or functional fragments 
thereof, e.g. in immunological 

testing, such as in EL ISA methods, as well as in the preparation of 
vacoines . 

ABFR La presente invention concerne un nouvel antigene acarien majeur qui 
selon la presente 

invention a ete isole et sequence pour la premiere fois. De maniere plus 
specifique, led it ant 1 gene 

est une proteme issue de 1 'acarien 1 (Sarcoptes scabiei . ) L' invention 
concerne par consequent Led.:, t 

antigene ainsi que 1 'aci.de nuclei que de codage eel qu ' 1 1 est defini dans 
les r evendica t i ons . En 

■outre, 1' invention concerne egalemer.t les u 1 1 1 : sati : ns mteressantes de 
la no eve lie proteme et/ou 

de sea fragments f or. c 1 1 onnel s , par exempli dans les analyses 

i mmuno 1 ogiques tel. les que les p recedes 

FLISA, ainsi q ^e dans la preparation cie vac ::in:-;. . 
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ABEN A recombination fusion protein is presented which comprises rubredoxin 
as the fusion partner. 

The fusicr. protein optionally incl-des an intervening spacer region 
between tne rubredoxin 

constituent and the fused polypeptide of interest that can contain a 
proteolytic cleavage site for 

release of the polypeptide of interest. The fusion protein can contain 
one or more sites for 

affinity purification. The invention also includes methods and materials 
f ■:■ r making and using the 

rubredoxin fusion protein. Also provided are antigenic compounds and 
compos i tl ons, including 

vaccines, comprising a rubredoxin as a carrier molecule linked to an 
antigen or hapten. 

ABER Cette invention a trait a une nouvelle proteine hybride de recomb inai son 
comp-renan t de la 

rubredoxine c omme partenaire de fusion. Cette proteine hybride peut, 
e ve n t u el 1 erne n t , c orr.r ■ r e n zi r e u n e 

region d'espacement mtervenante entre le constituant rubredoxine et le 
polypeptide fusionne etudie, 

pouvant comporter un site de clivage p- rot e o lyto_gue pour la liberation 
audit polypeptide. Cette 

proteine hybride peut conteni r un ou plusieurs s ites pour purification 
par af finite. L 1 invent i on 

c once me egalement des met nodes et des substances permettant de produire 
et d'utiliser la proteine 

hybride rubredoxine. Elle p-orte, en outre, sur des composes et des 
compositions antigernques , 

no t amrnent des vaccins, renfermant la rubredoxine comme molecule porteuse 
.1 iee a un ant i gene ou a un 
h apt en e . 
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: I ; and '.Hi, and 

pharmaceutical a c :>.-p* ar- " e salt..: thereof, : or : h-E 
pharmaceutical pr-ra: a: : Dr. 

treatment of coagu 1 a t i : r. - re L a ted diseases. The compounds are inhibitors 
of TF-FVIIa activity and 

thus show anticoagulant activity. The invention also relates to methods 
of treatment. Tne invention 

furthermore relate; to novel ■:: jmp j'jrds wi r r. the formula (I) or (II). 

La presente invention conceme 1 ' ut i. Id sat 1 on de composes he t e r ocy cl i .]ues 

represent.es par les 

formules (I) et (II), et de leurs sels ac cept ables sur le plan 
pharma :euti.que, dans la f ah- r Lea t i on 

dune preparation pn a r rna ceut l que destir.ee a a traitement des maladies 
Ilees a la coagulation. Ces 

composes sont des lnhibiteurs de l'activite de T: - EVIIa et ont par 
consequent une activrte 

ant.i coagulante . En outre, cette invention conceme des methodes de- 
tract ement, ainsi '.que de nouveaux 

composes represent es par les formules (I) ou (II). 
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The present invention relates to novel compounds, their preparation, 
their use and 

pharmaceutical, compositions -containing the ■:: ompounds which have a strong 
ant. i t.h rombotic e £ to.- ct. 

through reversible Inhibition of activated blood coagulation factor Vila 
{ FVl la) . 

L ' invent i : r; porte .-,ur de nouveaux composes, leur preparatict, leurs 
.t i .11 s a t i : ns , et sur des 

:: rer a r a t i : ns pha rn,i o.ut iques les c untenant preser.tar.t une forte activite 
ant 1 1 h r orrb ot l que en tant 

gu ' inn i. b 1 1 eu r s rev- r .- ible du facte;: Vila u ' a c t i va t i on de la coagulation 
ou sang ' FVI la). 
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A3 EN Protein arrays for the parallel, 1 C in vitr:-) screening of biomolecula r 
activity are provided. 

Methods of: using the protein arrays are also disclosed. On the arrays, a 
plurality of different 

proteins, such as different members of a single protein family, are 
immobilized on one or more 

organic thin films on the substrate surface. The protein arrays are 
particularly useful in drug 

development, proteomcs, and clinical diagnostics. 
ABFR L' invention concerne des groupements de prefer nes permettant de mettre 
en oeuvre un criblage 

i (in vitro) en parallel* d'activite biomoleculai re . Des precedes 
d ' ut i 1 isation des 'groupements de 

protemes sont egalement decrits. Dans les groupements, plusieurs 
protemes differentes teiies que 

■les membres differents d'une seuie famille de proteines, sont 
immob Llisees sur un ou plusieurs films 

minces organiques a la surface au substrat. Les groupements de proteines 
sont parti culierement 

utiles dans le developpement de medicaments, la proteomique et le 
diagnostic clinique . 
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AB EM The present in ve n t i c n 
useful ir. various. 

therapeutic treatments, either alone- or in 
agents. In one method, the 

disulfide derivative :> f a dithi Drarbamate is coadministered with an 
agent that inactivates for 

inhibits the production of) species than induce the expression of nitric 
oxide synthase to reduce 

the production of sum species, while, at the same time reducing nitric 
Dxi.de levels in the suoject. 

In another embodiment, free iron ion levels are reduced in a subject by 
administration of a 

disulfide derivative of a di the o ca i bamute ( s ) to scavenge free iron ions, 
f :> r e x amp 1 e , in s ub j e t s 

undergoing anth racyc 1 me chemotherapy. In another embodiment, cyanide 
levels are reduced in a 

subject by administration of a disulfide derivative of a di thiocarbama te 
so as to bind cyanide in 

the subject. In a further aspect, the present invention relates to 
compositions and formulations 
useful in such therapeutic methods. 
ABFR La presente invention porte sur un nouveau di thiocarbamate bisulfure 
dimere utilise dans divers 

traitements the rapeuti cues , soit seul, soit en combinaison avec d'autres 
agents act! f s . Gel on un 

precede, le derive de bisulfure d 1 un dithiocarabamate est adminrstre 
c :■ n ] o i n t e me n t avec u n a g e n t. q u i 

desactive (ou inhibe la production) d'esperes mduisant 1 f expression de 
la synthase de 1 1 o x y de 

nitrique de fa con a reduire la production de ces especes tout en 
reduisant, en meme temps, les taux 

d'oxyde nitrique chez le su]et. Selon une autre realisation, on reduit 
chez un sujet les taux d' ions 

ferriques fibres en adminis t r 3n t un derive de bisulfure d 1 un 
di thiocarbamate de fa con a pieger des 

ions ferriques fibres, par exemple, chez des sujets soumis a une 
chimi otherapie a 1 ' anthracycl ine . 

Selon une autre realisation, on reduit les taux de cyanure chez un sujet 
en administrant un derive 

de bisulfure de di thiocarbamate de fa con a fixer le cyanure chez le 
sujet . La presente invent ion 

porte egalement sur des compositions et des formulations utilisees dans 
ces precedes therapeut iques . 
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the treatment of deficiencies 
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(I) et leurs sels 

pharmaceut iquement accept.ab.les sent des inhibi teurs de l'activite du 
facteur Vlla-facteur 

tissulaire. Ces compcses possedent des proprietes ant Lcoagul ant es . 
Lesdits composes s'averent utiles 

au traitement des anomalies des facteurs de coagulation sanguine ou des 
effets d ' inhib i teu rs sur les 

facteurs de coagulation sanguine. L' invention se rapporte egalement. a 
des pro-cedes d ' inn i b i 1 1 on de 
l'activite de coagulation. 
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considerer des dithiocarbamates comme des pr omedi cament s de C3 2, dans le 
trait ement d'etats 

1 ri f lammat o i res induits par des mecanismes d f act ion du facteur 
NF& kap-pa ; B . Ainsi, selon 1 'invention, 
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id e s me c a n i s me s d ' a c t i ■: n d u 

taiteur NFS kappa ;B, de meme que des nouveiles compositions utiles dans 
de tels procedes. 



Li 3 9 ANSWER. 5 6 OF 100 
ACCESSION NUMBER: 
TITLE (ENGLISH) : 



TITLE (FRENCH) : 



INVENTOR (St : 
PATENT ASSIGNEE (S) ; 
LANGUAGE OF PUBL. : 
DOCUMENT TYPE: 
PATENT INFORMATION : 



t L. 1 C -J lin 

7 PCTFULL ED 2 0 02 0 1 1 5 
MODI FI EE' PHARMACOLOGICALLY ACTIVE AGENTS AN 0 IMPROVED 
THERAPEUTIC METHODS EMPLOYING SAME 

AGENTS MODIFIES, ACTIFS SUP. LE PLAN PHARjMACOLOGI QUE , ET 

procedes therapeut ique3 ameliores et met tan t en oeuvre 
ces Accents 

LAI , Chi ng - San 

KSE'INOX, INC.; LAI, Chmg-San 
Engl ish 
P a t e n t 



NUMBER 



KINO 



DATE 







WO 


'> 9 4 0 7 S 7 


DES I GNAT 


ED STATES 


AL 


AM AT AU AZ 








FI GB GD GE 






v ^ 


LC LK. LR LS 








RU SD SE 3G 






zw 


CM GM KE LS 






CM 


AT BE CM CY 






SE 


b F BY CF CG 


APPLICAT 


:CN INFO. : 


WO 


1 9 - — U32675 


RRI OR I T": 






i B - 6 I- . ' 0 7 4 




n uciordan 


c e with t 


h e p r e sent 




orms of 








ha rma cc I og 


1 ea 1 1 y a : 


*: 1 ve a gents 




rovide inc 


reased p r 


c longed 




ire u bating 


.levels c 


f the a e 1 1 v 






j.eve^s or 









a; 


1 9 9 9 ij 3 1 9 
















BA 


33 


BO 


BR BY CA 


CH 


CN 


CU 






DK 


EE 


GH 


GM 


HR 


hu id IL 


IN 


IS 


J? 






KP 


KR 


LT 


' ! r 


T i ' 
i-J 


MJ MG MK 


MN 


MW 


my 


NO 




EL 


PT 


SI 




S L 


TJ TM TR 


TT 


UA 


UG 


US 




\"N 


YU 


MW 


3 D 


S ^ 


UG ZW AM 


AZ 


BY 


KG 


KZ 


MD 


RU 


TJ 


DE 


DK 


ES 


FI FR GB 


GR 


I E 


IT 


LU 


MC 


NL 


PT 


C I 


CM 


GA 


GN GW ML 


MR 


HE 


SN 


TD 


TG 










A 


1 ^9902 0- 
















69 4 






















n ve 




ion, 


there ar 






ide 




- 


1 f le 




e . 




f ar 


t r - i r. f 1 amma t 


or-, 


ag 


e n t 




Wh 1 




ag 




^ , ^ 


here b y a 1 






ad 




1 s 


t r a t 





reau:es tco e 



mp : jr.a; 
de efir 



v: ie i r.: w :lass : f 
■ally active agents who 



viallv r.irrr.f-l a:;e 



;ause a 



::ca:r.-d 



A3r i 



-difyir.g the pha rr,a ;o Lc g ^ :a 1. 1 y active ager.:; 



^e 



!:ar exempie ies agents arc i - i r. f 1 ammac c i. r-s ; apprrtent ces 

etf'et pr : 1 :cge de V a gent art. if, p e r net tar:: ai.r.si d 1 admi ni s t r e r des 
rcrcentra: i :r.s reduites de cet 

agent a un receveur, ce qui diminue nor. souLemont Le ccut du medicament 
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I. ' LK 'R IS IT 1U LY ML Mr MR MN MX N2 NZ ?I 
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:;m kf ls mv/ so zz z:; zv; a:-! a;: by kg kz mr ry t, 

FZ ZF ZG Z: TM GA ON GW MY Mr. NE SN TD T G 
APPLICATION IMF"). : Wo i^-^-USSlLoS A l^?bl3:»7 

PRIORITY IMFj.: YZ I 1? 7 - j S / 24 6 , 1 9 6 1^71007 

YG lA^O^' 167, Z16 1-^1327 
ABEN Compositions and methods f : o r treatment of coclusive peripheial vascular 
disease and coronary 

:u.sease are disclosed. The omp- os i t i ons and methods allow treatment of 
diseases associated wi.th 

:-:::Iusior. of coronary vessels, for example, by promoting growth of new 
io 1 ■:■ o d ve ssels, i ( i . e . ) , 

arigi j genesis and/ or by recruitment of col laterals. The methods involve 
t he c j-admi ni s t rat. i on of an 

adenosine A2 receptor agonist, i(e.g.) adenosine, and hep-arin and/or a 
heparin- like substance over a 

period of several days. In particular, this invention is applicable to 
improving collateral coronary 

circulation in patients suffering from myocardial infarction. 
ABFF. Cette invention ccrocerne des compositions et des precedes permettant de 
traiter la 

vasculopathie pe r i p-he r i que ob li terant e et l a corona rite. Les 
compositions et les precedes permettent 

de traiter des maladies associees a l f occlusion des vaisseaux 
c o r o n a i r e s , par e x emp 1. e , a u mo y en de 

1 'activation de la croissance de nouveaux vaisseaux san^uins 
( c ' es t -a-d i re par" ang i oger^se etVou par 

recrutement d'arteres co 1 1 a t e r a 1 es ) . Le precede consiste a coadmini s t. r e r 
un agoniste du recep-teur AY 

adenosine, par exemple de 1' adenosine et do. 1 ' hepar ine et/ou une 
substance similaire a 1 'hepar me 

sur une periode de plusieurs jours. D'une man i ere plus sp-eci f ique , cette 
invention peut s ' ap>p>l i guer 

pour ameliorer la circulation 'des arte res coronal res col late rales chez 

des patients atteints 

d * i n f a r c t u s du my o c a r de . 
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domain .-47 of hirudin yields a highly potent and selective 
crrimbi:: inhibitor. 
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hirudin able to bin?* thrombin and also to improve i 
several N-terminal fragments have been prepared as potential 
ant i 2 ragul ant s . However, the poactical use of these fragments nas 
i::tp<aired by their relatively poor affinity for the enzyme, as giv 
increased value of. the dissociation constant (Kd) of tne correspo 
thrombin complexes ( Kd = 30- 400 r.M) . The aim of the present study 
ort a in a de r i va 1 1 ve d f the M - 1 e r m i na 1 doma in 1-47 of h i ru din d i sp- 
enhanced inhibitory potency for thrombin compared to the natural 
In this view, we have synthesized an analogue of fragment 1-47 
of hirudin HM2 in which Vail has been replaced by te r t-buty 1 glyc i 
by Arg, and Tyr3 by beta -napht hylalani ne , to give the BugArgNal 
analogue. The results f chemical and conformational 
characterization indicate that, the synthetic peptide is able to 
fold efficiently with the correct disulfide topology ( Cys6-Cys 1. 4 , 
Cysl6-Cys23, Cysl'2 -Cys 37 ) , while retaining the conformational poo 
of the natural fragment. Thrombin inhibition data indicate that 
the effects of amino acid re-placements are perfectly additive if 
to the singly substituted analogues (De F.ilippis V, 
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I *i " e 

refunds, their salts ind c crtx o.: i t i c r;s related tr.ere:: saving 
a:a:ns: rar^.alia:; factor Xa a : e disclosed. 
The novel compounds include peptide a I :.:ehyde analogues 
r.av.ir.g substantial potency and specificity as xnhibitors of 
mammalian factor Xa are further disclosed. The 
:cmpcunas are thought 'as etui .as inhibitors of factor 
Xa :r. vitro or as a therapeutic agent. :or the prevention and 
treatment of conii ti c ns : characterized by abnormal thrombosis in 
mammals. Intermediates useful for the preparation of the novel compounds 
a t e a .1 s o d i sclosed. 
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In accordance with the present invention, there are provided conjugates 
of nitric jxi.de 

scavengers (e.g., d i thio ca rbamates , d: DC) and pharmacologically active 
a gents Co. g. , NSAIDs ) . 

Invention conjugates pro viae a new class ol pharmacologically active 
agents f e . g . , ant i - in f 1 amma to re- 
agents) which cause a much lower incidence of s ide -effects due to the 
protective effects imparted by 

modifying the pharmacologically active agents as described herein. In 
addition, invention, conjugates 

nre more effective than unmodified pharmacologically active agents 
because ceils and tissues 

contacted by the pharmacologically active agent(s) are protected from 
t. n e p :■ t e n t. : a 1 1 y d a m i g i n g 

-fleets of nitric oxide overproduction induced tnereby as a result of 

oxide scavenger 'e.g., at t n i o ca r r> ama t e ; , in addition to free 
pharmacologically active agent, v;nen 
invention conjugate is cleaved. 

L 1 invent! on concerne des con^uques d'accepteurs de mor;oxyde d' azote 



tcoa rr jama t es 



agents 



^Cm j ^tn 



exemp'^e. . _es c :r:] u ^uss ue 

1 ' invent i en dor.ner.t une r::uvelie :a:egor:e :i ' a;;e::ts puna r.Td c o 1 oai que^.eni 
a::if'5 " a :;er 4 : s 

s < : c o n 3 a i r e s o 6 a u r: d u p m : i r . .1 r e e r. 

r-.-.iscn de I'effet de pr j*.'r:t:;.r. prcdui. t par la :t : di f : z a t i en de ces 
^ - - 1 s a ri e n t s 

or. a i ma c c 1 :■ z i ^emen: a;*:: 13 puisse que >;£ cellu ■ :u dec ti ssus pCu ces 
=1 a desuits a gen :. 3 

son: pr jtr^es rorit : e les effets p jtent : el lerr.ent: de teri ant s de la 
s a rpj r :< :iac t i ?n de m : n cxy de d 1 a z : he 

ainsi induite par- la ;:p:aduc' i:>ri d'dc:ept.-eirs de mmoxyde d' azote (des 
d 1 1 h i 3 a r r ana t e s , p a r 

exempli) , a ] .a que 1 1 e s'a-oute ceile d'uri a dent I it- re p> ha r met z cl cgi quement 
a c t :i f lors que 1 e z z n j u d ue 
est -1 ive. 
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or' drugs for 

therapeutic treatment of such indications as cerebral stroke and other 
ischemia/ reperfusien injury. 

Thus, in accordance with the present invention, di t h i c ca r bama tes are 
linked to the surface of a 

ma z r om :■ 1 e cu I e (e.g., albumin prctein.) either r y using z rc s s - 1 i nk l ng 
rea^eros :-r by nc n - sp ec i :' i c 

bindir. j t :■ p rodu :e pc 1yd:. tni oca rt amate-mac romolecul e-cont a l n.i.ng 
compositions, which represent a new 

class if drags for therapeutic treatment of such indications as cerebral 
s t r :■ ke and o tier 

i s cnemi a / rep e r f usi : n injury. In .accordance with anctner aspect cf the 
present invention, 

certs in at : una 1 therapeutic methods have been developed for the in vivo 

fi rmati cn 'either directly indirectly; zt specie'.;; which induce the 

cxide synthase, as well as reducing nitric oxide levels produced as a 
result zi .NO synthase 
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• Lne 



mover; de rea:tif 5 reticules, 
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liaison r.:r. steel fi que, de f a ;:n 
a pr :duirr des ccnipositi z-r.s contenant 
pol yui this ca rbama : e , qui rep r e 5 er. t ent 

une nouve 1 1 e classe de medicaments servant au trai cement the r apeut lque 
de certains troubles, tels 

qu'uoe at:rlexie ou d'autres accidents causes par une ischemia ou une 
r epe t f us i : n . Da n s un a u t re 

mode de r ea 1 isa 1 1 , des pr ecedes the rapeut 1 ques c cmbi na t : i res ont ete 
el ate res p:ur mactiver ou 

inhiber m vivo (soit directement soit i nd 1 rec t emen t ) la f DrmaLion 
d'especes induisant ['expression 

de synthase d ' oxyde nitnque mductible et pour reduire Le niveau 
d'oxyde nitrique produit en 

consequence de 1 'express t:n de synthase . N J . Dans un autre mode de 
realisation, des precedes 

d'imaqerie par resonance maqnetique ont ete mis au point pour mesurer 1 
debit sarquin du cerveau et 

du ooeur et le volume de 1 1 in fa ret us lors de troubles ischemiques ou de 
crise cardiaque. Lie tels 

precedes ont recours a des complexes contenant du fer d'une composition 
renfermant un 

u i t h i e ca r i amate et une mac r c m 0 1 ecu le c omme aqents de contraste. 
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b o ron - cont ainin g pep-tides are 

provided. The serine protease mhiitors comprise a catalytic 
site-directed moiety, which binds to 

and inhibits the active site of a serine pre- tease, and an exosite 
a s 5 o c i a t i n g mo i e t y , v/h 1 ch a r e 

joined by a :Dnne:tor rnciety. The catalytic site directed moiety and the 
exosite associating moiety 

are capable of binding simultaneously to a molecule of tine serine 
p rotea se . 

A3FR L 1 invention concerne des irihibiteurs bi f onct. i onnel s de la serine 
protease et des p recedes de 

preparation de pep-tides contenunt du bore. Ces irihibiteurs comprennent 
une fraction ca t a lyti que 

dirigee gui se lie au site act.: f d ' une serine protease et l'inhibe, et 
une fraction se liant a un 

exosite, ces deux fractions etant reunies par une fraction de coup-lage. 
La fraction dirigee 

cat a lytigue et La fraction se liant a un exosite sont capables ae se 
lier s imu l tanernent a une 
molecule ae la serine protease. 
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C-j!iF\^ 3F3, CF23F3 or a he:er:.:y:lic -^roup of formula (?) or (is; R13, 
R . H, alkyl, aryl or 1-40 alkylaryl; U, V = 0, S, N or NH, provided 
th.it at. leas" one is KM; R2 "■■ ~ H, alkyl, 2-60 alkenyl, 0-tS alkylaryl., 
^. oO al kenyl.i r y 1 , SR-rC al ky 1 net er ooycl :> , 2-00 a 1 kenylhet e rocycl o , CF3 or 
Cr 2 Or':-.; 0 2, 30, S 32 , 3 or NRO . ; R2 1 = H, 1-00 alkyl or benzyl; 1 = 
OH ; r 22. ) ■ OHO i nCH ( R2 3 ) ; 0 ( R2 4 ; - ; C ( R2 3 j ; o -phenyl ene substituted by R2 4 and 
R.2 3 ; o r <_■ - .1 (j 0 h e t o r j i- y 1 l ■.: r :.ng s ub s Li tut ed b y R2 4 and R2 3 a ltd c o n t aining 
1-4 cf N, S or O; d - 2-2; R22, R2 3 == H, alkyl, aryl, alkylaryl, OOOR20, 
C0'NP20R27, on or 0F3; R24, R25 - H, alkyl, aryl, alkylaryl, 1 -4C alkoxy, 
halo, K02, NR26R27, NR20OOR27, OR26, OOOR20, COOR20, CONR20R27, ON, CF3, 
SO2NR20R27 or alkyl -OR2o; R20, R27 - H, alkyl, 1-30 alkylaryl or aryl; 
unless specified otherwise, alkyl moieties have 1-63 and cycloalkyl 
mo lories 3 -SO. 

USE - (T) are potent and hi.qh.Ly selective inhibitors of 
factor Xa or factor Xa 

/p ro thrombi nase complex and are potent and specific inhibitors 
of blood coagulation in mammals. 01) are useful for treating unstable or 
refrartory angina, myocardial infarction, transient ischaemic attacks, 
Lhrombot: c or emboli.-:: stroke, disseminated intravascular coagulation 
including the treatment of septic shock, deep venous thrombosis in the 
prevention of pulmonary embolism or the treatment of rec'cclusion or 
restenosis or reporfusod coronary arteries, deep- venous thrombosis, 
pulmonary embolism, myocardial infarction, stroke, thromboembolic 
complications of surgery and peripheral arterial occlusion, occlusive 
coronary thrombus formation resulting from either thrombolytic therapy or 
percutaneous transluminal coronary angioplasty, thrombus formation m the 
venous vasculature and disseminated intravascular coagulopathy (all 
claimed;-. (I) are also useful for inhibiting the coagulation of biological 
samples [claimed) and as diagnostic agents. 
Dwc . 0 / 0 



L139 ANSWER 74 OF 100 Wf'IDo (CI ..'002 THOMSON REPWENT 



ACCESSION NUMBER 
DOC. NO. CPI : 
TITLE: 



E'EF:WENT CLASS: 
INVENTOR (S) : 
FATENT ASSIGNEE 
COUNTRY COUNT: 
PAT ENT I N F C PILOT 1 



l?yS-5:<4 5 54 :50J WPID3 
0 1 '? ? 6 - 1 7 H 3 4 ? 

New di aza cyclic peptide mimetic 
analogues - are selective inhibitors of 
factor Xa or factor 

Xa/pr z th rombmase complex, useful for treating 
e . j . angina and as diagnostic agents. 
BO 2 B 1 : :'■ B' '4 

SCARBOROUGH, R M; SU, T; SHU, B 



t 3 



:0R THHFAFEUTICS INC 



- " 4 ' So 



Al 



I ^ H I 



LA 



. 9-3 -S 2 * EN 



'E LS LU MC T07J NL 





W : 


. 


AM Ai AO* AZ 


3 A 33 


B'Z 


3?. 














OM ZW HU I Z : 




Z ? 




t a 


K? KR KZ Z2 


LK LR. L5 Z 






MK 


MI* ZZW MM I,* Z 


N Z PL 


7> r 


RZ 


10 J 


Z Z' Z E Z J Z I 






Zt 


' * Z 


7N YU ZW 


; ] ] '1 


9 A 9 










E? 




■ 


■rt ^ : J 0 






12 ) 


E 








R : 




be ;h cy de 


I'rl EZ 


E 0 


~R 


0 3 


or :e or o,o 


ZU MZ NL ? 


US 




-i _ 


3 Hi 20 0 :. C 

3 7^ ■ '■ 0 ; : "; 


ZZO 2 


0 01 


1^ ) 








7p 




L 


3Z2 6 W 2 00 1 1 


_ ^CJ 2 


0 J 2 


04 / 




q o 




NZ 




3 'j j 


A Z 0 'J 1 c 


2 01 2! 




0. 4 ) 








3 AT 




t ^ 


7 A I L3 : 














PAT 


ent 


NO 


KIND 








APPLICATION 


DATE 


W J 




6 »j Z 


6 A I 










1 9'^3-US / 1 0 9 


19980413 


A'. 


'A S r 




Z A 








Air 


1 9 0 3 - »:i 8 9 6.. 


19 H804 13 




."^7 7 


7 7;; 


a: 








EP 


1 H ^ 3 - 9 0 4 6 0' 7 

i f*^-ujr. 7 1 0 


19930413 
1 9930413 


I.I 5 


67 


4 'Jr. 


^ BO E'rovi sion.il 








19^7-nOiZ^R 


1 9 97 0414 
















U S 


1 9 9 0 - 5 8 0 6 v 


19 9 3 0 4 1 Z 


mm 


A A i ; 


1 3 


8 Al 








mm 


1 999-91 38 


1* 991006 


OP 


~ 'J 


I 0 J 


3226 W 








,jp 

WO 


19913-f:. 4 4 0*07 
19 98-US/15 9 


1 9 0 3 0 4 1 3 
10030413 


NZ 


5 1 j '"; 


> 5 


A 








MZ 

wo 


^ a A h - =, i"i ["] 3 c , 
1 0 0 8 - U Z 7 1 0 0 


10080413 
1 " J 08 0413 



33 GE 



FILING DETAILS: 

PATENT HO KIND 



AH 9 3 6*9o2 
EP 977772 
.TP cm: l;-. 2 3 0 



A Based on 
Al Based on 



W 



Phased on 
Based on 



PATENT NO 



WO 0 8 4 66 0: 6 

WO 0 8 4 6 6 2 6 

WO 9 3 4 662 6 

WO 9 846626 



PRIORITY APPLN 

94 554 [50 



NFC: US 1997-69322? 
1 0 0 8 0 4 1 3 
WPI OS 



109704 14 ; US 1 0 9 B - Z- Z: Z> 6- 5 



AN 1998- 
AB WO 9* 4 662 6 A UPAB: 19931217 

[iia:.-i cyclic peptide mimetic analogues of formula (I) 

and their salts and optical isomers are new. Rl - H, alkyl, cycloalkyl, 

1- 3Z j.lkylaryl, 1-30 a 1 kyl - cycl oa 1 kyl or aryl; R2 =H; or R1+R2 = 
carbocyclic ring; m = 0-2; n ^ 0-6; k, p, s ' 0-1; q = :: 0-3; r, t = 0-4; A 
- R?., NR3R4, N (P.5) O (-NR6) NR3R7, C( NR6)NR3R8, N ( RO ) C ( =NRo ) R7 , C(=NR6)R8 or 
SO ( "N R6 ; NR. ?■ Rd ; R3- R6 - H, OH, alkyl, aryl or 1-40 alkylaryl; R7 = H f 

alkyl, aryl or 1 40 alkylaryl; or R7 + R0 or R.7-R6 = 5-6 membered ring; R8 = 

H, a 1 kyjl , aryl or 1--4C al.<ylaryl; or R.8+R6 = 5-6 member ea ring; 0 = bond, 
alky!, cycl •:■ a 1 kyl , 2-66' alkenyl, 2-60. al keny 1 aryl , aryl or a 5-10 membered 
bet er-ocyclic system containing 1-4 of N, O or S; D '-- bond, CO, 302, OCO, 
:;R-ZZ'Z or URvCO; - H, OH, alkyl, aryl or L- 40 alkylaryl; X, Y - O or 

H2; :-: - (ORZd or NF2-ZO0; RJ.?-R30 = H, alkyl, (":- ?c alkylaryl, 0-3: 

a Iky j cyoloa i kyl , 0 - 02 alkyl heterocycle; or RZ9 + R0O = 5-10 memb>ered 
h'.-z e r :: •:'/•- 1 i ^ ring system containing 1-4 of N, C- or S; E = bona, 3-30 
■ : y ' z 1 1 k y 1 , .■ j r y .1 r a : - L 0 me mt ■ e r e d In etero z y lie ring s y stem containing 
1 4 of N , ! '. or S ; 0 :; as fcr A, r. rov.ided tt.ut i i G is R3 , then E must 
o: ore .nr. .it i-ast one N; W ■ ■ H, B f OR 1 6 ) OR.l 7 , OOZ or a cyclic borony.l griup 
of :.. :nuOci Zii cr (!■; RI7, F.16 - H, 1-30 ,ilkyl or aryl; Z ■= H , ZC'ORIE", 
OZOZ.c Zl% 0c-'3, OEOoOE? or ,i heterocyclic gr i \.p of formula >o) or Oa ;■ ; R13, 
Rl- H, alr:yl, aryl r 1.-40 alkylaryl; U, \' = O, S, i: or KH, provided 
tha* ,it Ot.;asi oi.e is NH; ?0 0 = H, alkyl, 2-- 60 alkenyl, 0-^O alkylaryl, 

2- 6'- .ilk^nyl.i ryl , L - 6C a 1 kylhet er ocycl o , 2-oO al kenyi hetero oycl o , OF3 :r 
OEZ^ZO; Z - Z, SO, 502, 0 or lORZl; R2 1 = H, alkyl or benzyl; L - 

OH O^i j 'ZH2 i dZH -'R23) ; Z ' R2 4 ; =C 1 R2 : ; ; c-phenylene sur;stitcted r y R24 and 



inhibitors 



f actor Xa or factor Xa 

/pr o: :.r rribi r. ase complex a:.:: are p ::.en: and spe:: if i :: inhibitors 

of id:o:i co 3 gul a t i on in mammals. . I! are useful, for treating unstable or 
:^l:a:t:ry angina, my^cara: ai in f a ret i or., t r ans rent is:naemi : attacks, 
t. nr oml oti c or embolic stroke, disseminated i no r avascular coaaulati:n 
including the treatment of septic shook, deep venous thromlosis in the 
p r e ve n t l o n o f p< u I m o n a r y emb olism :■ r t. h e t r e a t me n t :> f reo:clu s i o n o r 
r--s t en os i s or reper fused coronary arteries, deer) venous thrombosis, 
pulmonary embolism, myocardial infarction, stroke, thromboembolic 
::ompl.i cations of surgery and peripheral arterial occlusion, occlusive 
coronary thrombus formation resulting from either thrombolytic therapy or 
percutaneous transluminal coronary angioplasty, thrombus formation in the 
venous vasculature and disseminated intravascular coagulopathy (all 
claimed). (1) are also useful for inhibiting the coagulation of 
biological samples (oiaimel) and as diagnostic agents. 
Pwg. 0/ 0 
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AB A series of low molecular weight peptide inhibitors of 
factor Xa, unrelated to any previously described, was 
identified by screening a combinatorial peptide library composed 
of I.- amine- acids. The minimal inhibitory sequence is a tripeptide, 
L- tyros my 1 --L-i soleu oyl -L- a rg i nyl , which competitively inhibits the 
hydrolysis of small :hr omogen i c substrates by factor Xa 
but binds in an orientation whi oh prevents a productive nucleophilic 
attack r. y serine 19:- of the catalytic triad on the carbonyl carbon of the 
c.i rr. oxyt ermmai arginme. The initial leads identified in an octamer 
'::oml' material peptide library ranged in potency f rem 4 to 15 
rrucroM. These peptides were modified into peptide 
m:. me tics with a greater than 1.000- fold 
tr.usual selectivity for factor Xa over 
serine p.: c teases thrombin, fa::t. or Vila 
protein C, kali .1 krel n , and trypsin. C-n 
analogues, SZL 0 711, with a K i of 0. 0 0 
Xa and 4C microM for thrombin, is acti 
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PRIORITY INFO.: HU 1996-P 96 01526 19960605 

ABEN The invention relates to new pept i dy 1 -a rg in i ne aldehyde derivatives of 
general formula (I) : 

VJ-D-Xaa-Pro-Arg-H, wherein Q represents an acyl group o£ fcTmu.La 
Q'-O-CO-, where Q' represents an 

alkyi group with 1-? carbon atoms, D-Xaa represents 3- eye Lobutyl-D- 
a 1 a n y 1 ~ or 

0-cy r.l o-pentyl -D-a 1 any 1 - group, E'ro stands for L-prolyl- group, and Arg 
stands for L-arginyl- group, 

and acid-addition salts thereof formed with an organic or inorganic acid 
and pharmaceutical 

compositions containing the same. The compounds of formula (I) have 
valuable therapeutic, 

particularly anticoagulant, properties together with inhibiting platelet 
functions and thrombosis 
development . 

ABFP. [/invention coneerne des nouveaux derives de peptidyl- a rginine aldehyde 
de l jrmuie gene rale (I) 

0. - l 1 - Xa a-p r o -Arg-H , et leurs sels d 1 addition d'acide formes avec un acide 
organique ou i no rgam que . 

[■ans ladite formule (T), Q represents un groupe acyle de formule 
'j'-O'-OO 1 -, ou Q ' represente un 

grcupe alkyle a 1 a 3 atomes de carbone, D- Xaa represente un groupe 
? - cyclobutyl-D-alanyl - ou 

?■ - eye 1 o-pen ty 1 - E'-a I any 1 - , Pro represents un groupe L-propyl-, et Arg un 
group>e L-arginyl-. Elle 

porte aussi sur des compositions pha rmaceu 1 1 ques les contenant . Les 
composes de formula (I) 

p res en tent des p reprieves the r apeu t lques precieuses, en particulier 
ant l ::c agulantes , innibent les 

fc-ncvi:ns ees plaquettes et le de vel opp>ement. de la thiorrlose. 
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PR TT UA T JG U3 UZ YN GH KE P3 MW 3D 3Z NO AM AP BY KG 
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MO NL PT 3E BE BJ CE GG CI CM OA GN ML MR NE 3N TD TG 
WO 1 P f» 7 - H U P 7 A 1 H ^ 7 0 c P P 

HU 19 9 •:■■-? ^ 6 01527 1'^ 6 0 6 OP 

This invention relates to new pep-tide aldehyde derivatives of ^neral 
f o rmu la { I ) : 

L'-Xaa- ?ro-Ar g-H, wherein Xaa represents a P - cy z 1 ohep t y 1 - P - hydr Dxyacetyl 
■:■ r 

P - cyol opentyl-2-hydroxyacet yl group, Pro represents an L-prolyl residue 
and Arq represents an 

L-arqinyl residue, their a ci u- add i t i on salts formed with an organic or 
lr organic acid and 

p h ariti3>:-u:ical c ornp :■ s i t ions c n t a i n i n q t h e s a me . The o omp o u nd s o f 
general formula (I) -of the 

invention have valuable therapeutic, particularly an t. i :o a qu 1 an t , 
antiplatelet and ant i thr ombot i z, 
p roperties . 

L' invention concerne des nouveaux derives d 1 a ldehyde p-eptid:ques de 
f :■ r mu 1 e g e n e r a 1 e ■; I ) 

L-Xaa - Pr o-Arg-H, et leurs sels d'addition d'ac.ide formes avec un acide 
orqanique ou inorganique. 

Pans ladite formu-e (1), Xaa represents- un qroupe 2 - cyclohepty 1 -2- 
hy droxyace t yl ou 

-cyclopent yl-2-hydr -oxyaoet y 1 , E'ro represente an reste L- prolyl et Arg 
represente un reste 

P-arginyl. L' invent ion porte aussi sur des compositions pharmaceutiques 
o on tenant ces derniers. Pes 

oomposes de formule genera le (I) r re sen tent des proprietes 
t herapeut lques pre r i euses , notamment 

,ir,ti:oagulantes, ;mt i p laquet ta Ires et antithrooont i ques . 
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adding an Inhibitor of 

met. a 1 - dependent proteases -or chymoti yps ins to the cell culture medium. 
The invention also relates to 

a cell culture medium for cultivating cells expressing and secreting a 
b iolog i c al ly act i ve 

recombinant human polypeptide containing an inhibitor of met a 1 -dependent 
p r o t e a s e s o r c h ymo t r yp sins, 

or a combination thereof. The invention further relates to use of 
recombinant factor VIII which has 

been produced in a cell culture medium according to the present process 
for the manufacture of a 

medicament for administration to a patient havinj the symptoms of 
hemophilia A. Also, the invention 

relates tc a method for treatment of: hemophilia A by administration of a 

. - - * - ^ j- j- j - i- — -- -l " *= 

amount of recombinant factor VI I J which has been produced in a cell 
c u 1 1 u r e me d i urn a c ■:: ordinq t o the 
p r e s e n t process. 

ABFR Precede pour reduire lVinfluence nocive de certaines proteases sur les 
mo 1 e c u 1 e s d e protei n e s 

et de p>o 1 yp>ep>t ides humams re combines, par 1 ' ad j onct ion d'un inni.bi.teur 
de proteases' 

metal - dependantes ou de chymot r yps i nes au milieu de culture cellulaire. 
L' invention concerne 

egalement un milieu de culture cellulaire pour cult iver des cellules 
expnmant et sec ret ant un 

polypeptide humaln recombine, t- 1 o logiquement act if et contenant un 
i n h i b i t e u r d e p r o t e a s e s 

met a. 1 -de pendant es ou de chymot r yps i nes , ou une combinaiscn des deux, 
[/invention porte en outre sur 

1 ' ut i 1 i s a t i on du facteur r>-c ombi ne VIII proauit dans un milieu de 
culture con forme au precede 

deer it, pour la fabrication d'un medicament pouvant etre admimstre a un 
patient p- resent ant les 

symp-tomes ae 1 1 hemoph i 1 i e A. Une methode de t. ra.itement de l'hemophilie A 
c omp rer.aro 1 ' a dmi rust rati o 

/one quant ite the : ap eut l cfu erne nt active de fact ear re combine VIII 
product cans un milieu de ui tore 

con f -or me au precede- cecrit est ecalement peep: see. 
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ABEN In accordance with the present invention, there are provided 
combinational therapeutic methods 

IGr the :.n vivo inict i.va:i:n or inhibition of formatim (either directly 
or indirectly) of speci.es 

which induce the expression of nitric oxi :ie synthase, as well as 
reducing nitric oxide levels 

produced as a result of .Ho synthase expression. In contrast to the 
inhibitory approach described in 

the prior art (i.e., wherein the funct.icn of the; enzymes responsible for 
nitric oxide production is 

inhibited), the present invention employs .a combination of inactivation 
(or inhibition) and 

scavenging approach whereby the stimulus of nitric oxide synthase 
expression is inactivated, or the 

p roduction thereof is inhibited, and overproduced nitric oxide is bound 
i r l vivo to a s u i tab I e nitric 

oxide scavenger. The resulting complexes render the stimulus of nitric 
oxide synthase express! :n 

inactive (or inhibit the production thereof), and nitric oxi.de harmless. 
The resulting complexes are 

eventually excreted in the urine of the host. Further in accordance with 
the present invent: '.on, 

there are provided compositions and formuLat ions useful for carrying out 
the above -described 
me trio ds . 

ABFR Methodes t he r apeut l gues comh i nees d' inactivation ou d' inhibit ion de 
formation (soit directe 

so.it mdirecte) d'especes encou rageant 1 'expression de la monoxyde 
c* 'a v. o t e s y nthas e , e t L a r e duction 

des niveaux de monoxyde d'acote prcduits du fait de 1 'expression de la 
mo n o x y d e d 'azote s y nthas e . 

0: nt r ai rement a la method*.- par inhibition decrite dans les procedes 
e x ist a n ts p r e c e aemme n t 

( c ' es t~ a - di re, iorsoue La forotion des enzymes responsables pour la 
pt eduction de monoxyde d 1 azote 

est irihibee), la presence invention emp.loie une combinaison 
d' mact ivitior. (ou a' innibitioni et 

■2 1 ent rair.err.en: par 1 ague lie 1 e stimulus de 1 ' express ion de m: noxyde 



c azote synthase est mac*. 
:u -a production est innii 
in vivo a un entralr.eur de 
mcroxyde i'azote ac^pte. L 
s t i lus d'ex: ressi :n d u m 
d ' ,i .* - : ■:■ f-y:c h 
coo noxyde d'az 



e surc.u:: 



.exes at: 



>r.oxyae a azote est 



trod.its rendent le 
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determination ol trypsin complexes to H- ( D) Phe- Pr o-boroPhe (m-CN ) -OH 
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factor Xa activity ana ores not induce thr rmbo rytoperi 
is also in clinical trial. Thrombin inhibitors, such 
and argatroban, are a practical ant i oo agul an t subst.it 
cannot be used. They are also useful for the manageme 
syndrome and as adjunct therapy. The antiplatelet age 
its analogue, c 1 opidog re 1 , whirh dres not produce bio 
dyscrasia, are effective for the secondary prevention 
a r; d the ma n a g erne n t o f r ■:- mb i. n e d arterial t h r omho t. i c s y 
Gl ycoprotein- targeting antibodies, synthetic derivati 
peptides ( s ome o f wh l ch are orally b i c ava i 1 a b 1 e ) have 
dimension to the management of arterial thrombosis an 
having angioplasty. I' 1 asm a - der i ved agents, such as an 
available for the management of thrombophilia and dis 
intravascular coagulation. Compression devices and th 
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Combination therapy using various agents in different 
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efficacy cf the new dregs, safety considerations requ 
clinical validation. Long-term outcomes and costs als 
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The invention rela:es :. an i m.ida z :0 i , : a ] r yr i di. ne 
protease inhibitor comprisir.g 

a unit having general formula (I) wherein Ri is hydrogen, 1 :wer alkyl or 
an azyl group; R2 is 

hydrogen or 1 owe r alkyl; R3 and R4 are independently hydrogen, .lower 
alkyl or together t orm 

= OH - NR5R6, R5 and RO be in 3 lower alkyl. The compounds are serine 
protease inhibitors ana can be used 

for the treatment and prophylaxis of: thrombosis ana thrombi n-assoc Lated 
d l s e a s e s . 

Cette invention con re me un inhibiteur de serine protease derive ae 
imida zo [ 1 , 5a ] py r id i ne , 

lequel inhibiteur comprend une unite co r respondant a la for mule generale 
(I) ou Rl rep res en te 

hydro gene, alkyle infer ieur ou un groupe aoyle; R2 rep res en te hydrogene 
c-u alkyle mferieur; R3 et 

R4 representent i ndep en damme nt hydrogene, alkyle infer ieur ou ferment 
ensemble = OH-NR5R6, Rc et Ro 

repr esentant un alkyle infer ieur. Ces composes sent des inhibiteur s de 
serine protease et peuvent 

etre utilises dans le traitement et la prevention de thromboses et de 
maladies assooiees a la 
t h rombine . 
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n'.r.e pr:trip.e ou a'uue m :■ 1 e oul e . Dans 1 ' urie des variances, les 
m 1 n:ir- : i q s de f: eu i 1 1 e t s ' r e t a ' s:n: 
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s e s e >: t r em i:.es. Ce s 

imitateurs de f'euillets 'beta' :jnvie:.ne::: comme lnr.ibiteurs d ' ur:e ou 
plu.ie.r3 p ■ r o t. e i s e s , ►lina-es, 

CAAX, de peptides se iiant a des domairies 3H2 e: de la presentation 
Mr:> I et/ou MHZ- I I de peptides a 

des ro:opeurs de cellules T ohez les animaux a sang chaud. 
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hy dr :-phob i o amino aoid su::h as Phe, aa2 is Pro, aal is Arg or an Arg 
ana. ogue su oh as 

me t :. oxyp roc y.l g 1. ycy 1 , Z is - 100H or a net er : at om acid group, such as 
bororate, :r a derivative of 

either, and 'PSI' is a non- amide linkage, typically containing up to 5 
i n - v r. a L n a t orns , su:h a s 
-CO.".-, -CH20-, NHCO- :r -CrZ2-:H2-. 
ABFR On de r r i t des i r.h it l tru: s p-ep- 1 i di ques de serines proteases, notamment la 
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tydropnote tel que Pne, aa2 represente Pre, aal represente Arg ou un 
anal:^ cue de A r q tel cue 
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modified by inclusion of a t hr omb l n- spec i f i.e. target sequence derived 
from ant i thrombin- I I 1 (AT- I II). 

Such serpms have the specificity and irreversibility of action of 
AT- II I, but do not have to be 
co - administered with he-parin. 
AEFR On deer it des innibiteurs de serine protease (serpines) qui: a) sunt en 
p rat i que in r arables 

d'mhiber la proteine 0 activec, b) n 1 exigent pas d'activation par 
1 'heparin e , e t c ) c o rap r e n n e n t . u n e 

sequence cible pouvant mteragir aver le site acti f p roteo 1 y t i que de la 
thrombi ne pour inhiber 

lYactivite pro teo 1 y t i que de cette derniere. Les serpines preferees sont 
ties muteines ou des 

v.ariantes de I ' 1 a 1 pha '- 1 - ant 1 1 r yp-s Lne , rrodifiees par lYmclusion d'une 
sequence cible, specif i que de 

la thrcmbir.e, derive- tie 1 ' ant l tn i omb l ne - I I I (AT-III). Ces serpines 
presentent. la sp^e ::i f i :; i t e et 

1 ' i rrevers.ibi lite prop- res a 1 ' a ::t i tn de 1 YAT-Y I I , mais eli.es rYexigent 
p a s d'etre c t - a dm.i n i s t. r e e £ 
a vec tie 1 ' r.epar i ne . 
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APPLICATION INFj.: Wj 1 9 r 1 5 - L T ? I 0 1 I 0 A 1-9:0720 

PRIORITY INF2-. : U; 19^4- : '231', J .: 0 1^40729 

ABEN Th-:- present invention relates to the recori man: pr:'d'j:ti :n of 
amp r: l p-hi 1 l c f'ep' tides with 

biologically and tne rapeut i :a 1 ly significant activities. In one 
emr o di merit. , this i nven t i :-r. relates 

to i ecomr-i nantl y pr:du:i.nc an amp- hi p»hi 1 1 c peptide by providing a 
p r o t ea s e - de f i ci en t microbial host 

transformed with an expression vector containing DNA that encodes the 
=imph i P'hi 1 i - peptide under the 

::mt rol. of a regulatory sequence op»erable in the microoial host and 
e xp r e ssin; t h e amp n i p h i I i z 

peptide in the tranformed microbial host. In another embodiment, this 
invention relates to providing 

an E. coli pro tease - de t i c i ent K- 1 2 cell transformed with a vector that 
e >: pj r e s s e s a c 1 e a v a b 1 e f u s i o n 

protein comprising at least part of a carbohydrate binding protein and 
the amphiphi. lie pep-tide in 

the cell, expressing the fusion protein in the cell, and cleaving the 
fusion protein to obtain tne 

amphip-hi 1 ic peptide substantially free of carbohydrate binding protein 
residues. Tne biologically 

active amphiphilic peptide so produced can be further treated chemically 
or enzyma t ic a 1 1 y to obtain 

a chemically distinct amphiphilic p-eptide with improved biological and 
t he r ap<eut i: p report i es . 
ABFF L' invention ■concerne la p> r oduction par recomhinaison de peptides 
amphip»hiles qui present ent des 

activit.es bi o 1 .o g 1 ques et the rapeutiques s igni f icat i ves . Line variante de 
cette invention concerne la 

production par recombi na i s on d ' un p-eptide amphiphi le, qui cons is te a 
produi re un note microbier; 

presentant une deficience en protease, trans forme a I'aide d' un vecteur 
a 1 e xptessi o n c o n t e n a n t u n 

ADN codant ce pep-tide amp-hiphile sur commande d ' une sequence regulatrice 
qu ' o n p e u t a c t iver -dans 

l'hote micr cbien, et a exprimer ce p-eptide amphiphi le dans l'hote 
mi c r C' b i e n t r a n s f o r me . U n e a u t r e 

variante de 1* invention cons is te a prendre une cellule K- 12 d'E. coli, 
p r e s en t a n t une de f i c 1 en ce en 

p-rotease, t r ans fo rmee a 1 1 a Lde d'un vecteur qui exprime une proteine de 
fusion qu'-:-n peut c oup e r et 

qui comp-rend au mo- ins une parti e d'une proteine se liant a un glucide et 
le pep-tide amp'hi.phile 

present dans la cellule, a exp rimer cette prcteme de fusion dans la 
'cellule et a la :o.per pour 

corner -.n peptide amphiphi le p r a t i quemer; t cepourvu de residu de La 
proteine- se liant a ur. glue Lde. 

he pep-tide arrrhLpriLe t i z .1 o g L quemer. t acti f ainsi ortenu peut alors etre 
traite par voie en i mi que ou 

enzyma t i que, :e qui permet d'obter. ir un pep- tide amphiphi le ch lmi quemer. t 

c: i. fferent :::o:e de prcprretes 

r_ it i oqi ques et therapeutiques umeliorees. 
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A3 EN Ari external catheter ::m:-rU;es a sheath essentially farmed as a shaft 
and a constricted 

drainage tube part (I) integrated therewith for connection with a nose 
c onnector { 0 } wh i h i s 

connected to a draining hose. In order to facilitate the mounting of the 
drainage tube part (1) or: 

the hose connector (0), an end portion of the drainage tube part at the 
orifice thereof is divided 
into at least two setticns ■' 2 - 3 } . 
ABFR Un catheter extern-;: pour les urines comprend une gaine venue d ' une piece 
ave: une par tie 

resserree (I) formant un tube de drainage, ce systeme etant raccorde par 
un ra-::ord (5) a une 

:ondu.ite de drair.age. Pour taci liter le montage de la partie resserree 
(1) formant un tujoe de 

drainage sur le ratcmd (0), une portion terminale du tube de drainage 

au niveau de son orifice est 

divLsee en deux sections (2-3) au moins. 
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108/, (Columbus, Ohio, US), Kr s t enans ky , John L. et al.: 
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I r. a study to comjome t.ne transi ti. dp. ^tate analogue concept with 
trie principle of catalytic site sp>anri :ng, a series of peptide 
-derived transit i jr. state analogue (TSA) inhibitors of 
thrombin has beer, s yr.tr.es l zed and tested. In tne sequence 
H - D-Phe- Pr j-Ar:|- Gl y-OH (2) the Arg-Gly amide bond has been replaced by 
three cl asses of transition state analogues, being the 

ket omet hylene, tne hy dr j>:yot ny Lene and the nyd r :■ xymethyiene amide bjnd 
replacements. Compourd 12a, in which tne amide bond has been replaced by 
the ke tomet hylene .|roup>, was found to be the most potent thrombin 
inhibitor of the series studied. Subsequently, penta- and 

hexapep't ide sequences with good affinity for thrombin were developed, i.e. 

H-D-Phe- Pro-Arg - Gl .y-Phe-OH (16) and H - D - ?he~ ? ro Ar g --G1 y- Phe - Lys - OH (26) . 

In these sequences the Arg-Gly amide bond was then replaced by the 

ket omethylene group-. The resulting compounds 43a and 47a, respectively, 

were evaluated in vitro as inhibitors f thrombin and 

factor Xa- Compound 4 7a was found to be the most potent 

thrombin inhibitor of the series studied { Ki = 2^ nM) . The 

combination of tne transition state analogue concept and the 

principle of peptide elongation ( tet rapept ide - - -hexapep-t ide ) 

yields thrombin inhibitors of high potency and selectivity. The 

effects o f these two alterations reinforce each other indicating a 

synergistic effect. This mrjht be rationalized by entropy factors. 
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■;h l. ch inhibit platelet a g g re-gat i cn (aspirin, 1 1 cl opidi ne , 
dipyridamole), and anticoagulants (vitamin K antagonists, unf racti on a ted 
heparin, bow molecular weight heparins and heparmoids) are in clinical 
use. The searcn f:r mo r e effective ant i a gg l ega 1 1 ng agents has resulted in 
the development of c 1 opi dog r e 1 , a cnemi cal analogue of 

t o c be p i .d.i ne with minimal hone-marrow suppressing effects, thromboxane 
synthase- inhibitors and receptor k lockers, and antagonists of 
p Date let receptor g 1 yc op- r o t e i ns Ik- and I Ik-/ I I la. In addition the- re is 
increasing the rat eut i c experience with chimeric monoclonal antib odies 
against the pdatele: receptors, g 1 y r opr ote i n Ilb/IIIa, ana, to a minor 
extent, with synthetic peptides or n on -peptide 

inhibitors against the same receipt -rs. Although new anticoagulants 
nave kecome available, their efficacy has only keen testec; in animal 
model:-: of t hoc mhos is: tissue factor patr.way inhibitor, 
factor Xa inhibitors 'rsoimrmant tick 

anticoagulant peptide, antistasm, natural pentasaccharide and 
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AB The synthesis of peptides as imitations of the thrombin cleavage 

site of fibrinogen has led to sequences with affinity for the enzyme. 

These peptides were first, developed as cnromo^enic and 

fluorogenic substrates for thrombin. The same idea was also used to 

generate peptide substrates for other serine proteases in blood 

coagulation and fibrinolysis. Ami. do lytic methods based upon the substrates 

have revolutionized assays ot proenzymes, enzymes, co factors and 

inhibitors in research as well as in clinical laboratories. Like 

pep tidomime tics based only on Arg (PI of the natural substrate) or Arg 

analogues, these amino acid sequences also have been developed as 

active site directed inhibitors of thrombin and of 

factor Xa. A further interesting development is the 

synthesis of bivalent thrombin xnhibitors which, like hirudin, 

bind to the thrombin active centre as well as to its anionic exosite. 

Recent .1 y, also, it has been sn-ov/n that the positively charged side chain 

of Pi Arg is not an absolute necessity for binding a peptide to 

the active site of thrombin. Several of the new thrombin 

inhibitors show interesting r roperties for pharmaceutical 

development and seme of them are on clinical trials. 
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'3 l act 5 e : r gc 
mt . .5 r:d tor a 



ctor a w::r. a reagent :apacie 
tr.dt are altriaS-0 i:n<ea to 
'OalNAc binding reagent:) in an 
:■ Fatter X. 

:-e pref . a 1 e c tin, e.g. 



oirtr.ng sialic a:id ret: due s 
3 - ^ „ o Eirrt t n e r <r ^ ^ n ^ ^ i l. 

T ne 5 A Oa 1 / G a i MA r ! i ndi ng re a gent ma ■ 
S ami uc us nigra agglutinin (SNA), an antirody or a peptide derived from 
Fatter IXa/VIIIa tr tissue fa :to r / F act t r Vila. 

rref. a temp- lex romprises a 5A/ Ga 1 G a INAr binding reagent and human 
Factor X. 

?ref . preventing or treating (i) t :. r :mhos i s , (ii) in f lamma t l on , (iii) 
res ten -sis :r (iv) :jmpli :ati :ns of t r anst 1 a nt at i t n in a human subject 
comprises administering a 5 A/ Ga i / G a 1 NAc binding reagent. 

t ref . inhibition romp rises rontartmg human Factor X with 
(l) a glycols y 1 at l on moieties rleavab l.e re agent from the Fa t tor X, or (ii) 
a reagent capable of binding to the gi y oosy 1 at l on moieties of tne 
activation peptide of Fact.tr X, or (iii) soluble 

analogue ( s ) of 3A/0a 1 / Gal Nac, and the contact is under conditions 
which may normally, m the absence of the s:»l.uble analogue, 
effect the conversion of Factor X to Factor Xa. 

Pref. inhibition in a Living organism romp-rises administering as 
inhibitor of gl y ros y I a t i on . 

USE! - The inhibition may be used for the prevention and treatment of 
thrombus formation ana other pathological processes in the vasculature 
induced by thrombin e.g. restenosis and inflammation. They may also be 
used for inhibition of factor X activation in cardiopulmonary by-pass, in 
harvesting organs, m prepn. of blood prods, or samples, in transport and 
Implantation of organs and in treatment of adult respiratory distress 
syndrome. The reagents m 
be used to monitor therapy. 
Dwg.t/1 



also be used for producing antibodies whith may 
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peptides were placed in four ^ijor structural c = 
P. - '■/ a 1 - Va 1-angir.: n al, ?. - Le a - Le u - a r g i r. i r. a I , R- 1 1 e - 
R- r.vr - Thr - a r g i n i na 1 , this Latter component rep re 
le.peptir. analogue. The structural variability :f the R- group 
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H?LC. Ail peptides displayed varying cegrees tf inhibitory 

activity toward proteases involved in bicod :oagul ation and f it r i noi ys i s , 
including rlasmin, factor Xa, activated protein C and 
tnrimbin. Among these peptide inhibitors, the molecule 
containing threonine showed the strongest inhibit : ry activity. 
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